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THE USE OF ESTROGENS AND ANDROGENS 
IN ADVANCED MAMMARY CANCER 


Clinical and Laboratory Study of One Hundred and 
Five Female Patients 


F. E. ADAIR, M.D. 
R. C. MELLORS, M.D. 
J. H. FARROW, M.D. 
H. Q. WOODARD, Ph.D. 
G. C. ESCHER, M.D. 
and 


J. A. URBAN, M.D. 
New York 


Estrogens and androgens were used clinically in 


103 tenmale patients witn either primary or recurrent 
inoperalle mammary cancer who were, with few excep- 
tions, ibulatory when first treated. Ot this group, 
33 have died ot cancer and all survivors have evidence 
of persistent disease. Hence, the results were analyzed 
on the basis of temporary objective and subjective 
changes which occurred during one to twenty-iour 
months’ observation. In addition, various laboratory 
studies were made and analyzed in an attempt to 
evaluate the clinical changes which were observed. lor 


various reasons, 44 patients were treated for less than 
one month. Since data on these patients were incom- 
plete, they were excluded from this report. 
REVIEW OF THE LITERATURE 
Both Ulrich! and Loeser* in 1939 drew attention 
to the possible. usefulness of androgens in the treatment 
of manunary cancer in the human female. Farrow and 
Woodard * in 1942 observed subjective, but no objec- 
lve, improvement in about half of 33 patients receiving 
androgens. Of 3 cases described by Fels* in 1944, 
one woman aged 34 had a diminution in the size ot 
supraciavicular lymph nodes, an increase in calcifi- 
cation and a decrease in the size of osseous metastases 
lollowing the administration of testosterone. Adair and 





1 ttle work has been done in part under a fellowship grant of the 
arcana Cancer Society recommended by the Committee on Growth of 
e National Research Council (Drs. Meliors and Escher). 

. From the Breast Clinic of the Memorial Hospital and the Sloan- 
ettering Institute for Cancer Research. This work has been aided by 
sa trom the National Cancer Institute of the United States Public 
io Service, the American Cancer Society, the Albert and Mary 
i er Foundation, the Adele R. Levy Fund and the Stranahan Founda- 


' 1, Ulrich, P.: Testostérone (hormone male) et son réle possible dans 
traitement de certains cancers du sein, Acta, Union internat. contre 

Cancer 4; 377, 1939. 

B 2. Loeser, A. A.: Male Hormone in the Treatment of Cancer of the 
Teast, Acta, Union_internat. contre cancer 4: 375, 1939. 

3. Farrow, J. H., and Woodard, H. Q.: The Influence of Andro- 
ey and Estrogenic Substances on the Serum Calcitim in Cases of 
i) tay shctastases from Mammary Cancer, J. A. M. A. 18: 339 (Jan. 
! 4. Fels, E.: Treatment of Breast Cancer with Testosterone Propionate, 
- Glin, Endocrinol. 4: 121, 1944. 
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Herrmann® in 1946 found objective evidence of 
improvement in 4 of 11 patients treated with testos- 
terone propionate. Three patients had roentgenographic 
evidence of improvement in osseous metastases. One 
patient had a decrease in the size of the primary tumor 
and of the lymph node metastases. Since 1946, addi- 
tional reports of the use of androgens in advanced 
mammary cancer have appeared in the literature.* In 
addition, a report on the use of androgens and estrogens 
in mammary cancer has been issued by the Subcom- 
mittee on Steroids and Cancer, Therapeutic Trials 
Committee of the Council on Pharmacy and Chemistry 
of the American Medical Association.’ 

Haddow and others * in 1944 first described the use 
of the synthetic estrogens, diethylstilbestrol and _tri- 
phenylchlorethylene in a variety of neoplastic diseases 
including carcinoma of the breast, bladder, rectum, skin 
and testes. In the same year the Section of Radiology 
of the Royal Society of Medicine*® presented a dis- 
cussion of synthetic estrogens used in cases of advanced 
mammary cancer. For the extension and the coordina- 
tion of this work, the Royal Society of Medicine and 
the British Empire Cancer Campaign have established 
a Joint Scientific Committee on the Use of Estrogens 
in Cancer. In this country, reports of the use of 
estrogens in advanced mammary cancer have been given 
by Nathanson’? and by Herrmann, Adair and 
\Voodard."! 


5. Adair, F. E., and Herrmann, J. B.: The Use of Testosterone Pro- 
pionate in the Treatment of-Advanced Carcinoma of the Breast, Ann. 
Surg. 123: 1023, 1946. 

6. (a) Boger, W. P.: Methyl Testosterone and Surgical Castration in 
tie Treatment of Carcinoma of the Breast, Clin. Endocrinol. @: 88, 
1946. Herrmann, J. B., and Adair, F. E.: ‘The Effect of Testosterone 
Propionate on Carcinoma of the Female Breast with Soft Tissue Metasasta 
ses, ibid. @: 769, 1946. Schwander, H., and Marvin, H.: Treatment of 
Carcinoma of the Human Breast with Testosterone Propionate: A Report 
of Five Cases, ibid. 7: 423, 1947. Adair, F. E.: The Use of the Male 
Sex Hormone in Women with Breast Cancer, Surg., Gynec. & Obst. 
$4:719, 1947. (b) Herrmann, J. B.; Adair, F. E., and Woodard, 
H. Q.: The Use of Testosterone Propionate in the Treatment of Advanced 
Carcinoma of the Female Breast: II. The Treatment of Osseous Metasta- 
ses, Surgery 22:101, 1947. (c) Van Luin, J. J.: De behandling van 
carcinoom metastases met testosteron propionate, Nederl. tijdschr. v. 
geneesk. 91: 2834, 1947. Jones, H. W.: Testosterone in the Treatment 
of Advanced Breast Cancer: A Preliminary Report, South. M. J. 41: 4, 
1948. Klass, A.: Testosterone Propionate in the Treatment of Pulmonary 
Metastases from Breast Cancer: Report of a Case, Canad. M. A. J. 58: 
66, 1948. Davison, T. C., and Le Hon, A. H.: Testosterone in Far 
Advanced Breast Cancer: Preliminary Report, South. Surgeon 14: 170, 
1948. Cutler, M., and Schlemenson, M.: Treatment of Advanced Mam- 
mary Cancer with Testosterone, J. A. M. A. 138: 187 (Jan. 17) 1948. 
Lee, G. Q.: Testosterone for Metastatic Breast Carcinoma, Bull. Alex- 
ander Blain Hosp. 7: 54, 1948. 

7. Estrogens and Androgens in Mammary Cancer, report of the 
Council on Pharmacy and Chemistry, J. A. M. A. 135: 987 (Nov. 27) 
1947. 

8. Haddow, A.; Watkinson, J. M.; Paterson, E., and Koller, P. C.: 
Influence of Synthetic Oestrogens upon Advanced Malignant Disease, 
Brit. M. J. 2: 393, 1944. 

9. Ellis, F., and others: Advanced Cases of Carcinoma of the Breast 
Treated by Stilbestrol, Proc. Roy. Soc. Med. 37: 731, 1944. 

10. Nathanson, I. T.: The Effect of Stilbestrol on Advanced Cancer of 
the Breast, Cancer Research @: 484, 1946; Influence of Stilbestrol on 
Advanced Cancer of the Breast, J. Clin. Investigation 25: 930, 1946. 

11. Herrmann, J. B:; Adair, F. E., and Woodard, H. Q Effect of 
Estrogenic Hormone on Advanced Carcinoma of the Female Breast, Arch. 
Surg. 54:1 (Jan.) 1947. 
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ENDOCRINE 


l—<Age Distribution and Treatment 

and Five Patients with Advanced Mammary Carcinoma 
Receiving Endocrine Therapy for One 

or More 


ANATOMIC 


OF METASTASES 

Age Distribution—Of the 105 patients, 70 were 
treated by intramuscular injections of androgens and 
Radiotherapy was not given 


Androgen 


THERAPY 


im 


(70 Patients) 


no 


DISTRIBUTION 


One Hundred 


Estrogen 
(35 
— Patients) 


Pre Post Post 
meno meno- meno- 
pausal pausal pausal 

2 v0 Uv 
10 4 0 
13 ¥ 1 

; 22 l4 

l 6 15 
vu uo ; 
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to any patient during the period of this study or within 
a reasonable period prior to the study. The age dis- 
tribution and menopausal status of the subjects ts 
shown in table 1. It is to be noted that the patients 
treated with estrogens were from two to thirty-two 
years postmenopausal, the average being twelve years. 

Distribution of Metastases —The anatomic distribu- 
tion of metastases in the total group at the time of 
admission to this study is given in table 2. Because 
of special interest in skeletal metastases the sites and 








TasLe 2.—Distribution of Metastases in One Hundred and Five 
Patients with Advanced Mammary Carcinoma Recewwing 
Endocrine Therapy for One Month or More 








Incidence 


~ 
Recurrent Primary 






















Inoper Inoper- 
Location of Metastases able * able ¢ 

Bone rare siete ees 41 11 
Pelvis . a) s 
Lumbar vertebrae 22 6 
Femurs ; , 19 7 
Ribs.. . ; . 17 7 
Dorsal vertebrae ] 0 
Skull s 2 
Cervical vertebra , - ; 7 
Mandible domininns 2 0 
Scapulas 2 2 
Humeri ‘ l l 
Radiuses betes ree 2 0 
Sternum ; : 2 0 
Clavicles , l l 
Soft tissue eééaeeeus peueseesé mM 33 
Breast (primary lesion).. sveensen 0 33 
Skin —_— paeee henwien 33 26 
Lymph nodes 20 Pall 
Pleurae . swbeee li 6 
Lungs.. . sweeenseat : 13 4 
Liver ene os ' been 7 l 
Breast (opposite) Seecccece seeeees 6 10 
i icsceosessteseuas 3 0 
Uterus Ksnnko GOS. SE Re 1 0 
Gallbladder 9becanoesece —_ l 0 
0 





Colon. obee pee , anne 1 






* Seventy-two cases, 
+ Thirty-three cases 






the incidences are given in detail. All other metastatic 
sites, including the breast, are grouped under soft 
tissues. 

Of the total, 72 patients had undergone at an ante- 
cedent date a radical mastectomy, with or without 
postoperative roentgen therapy, and were classified as 
having recurrent inoperable mammary cancer. There 
were ninety-seven anatomic sites of metastases in the 
group with about equal distribution between bone 
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(forty-one sites) and the soft tissues (fifty-six sites), 
The bones which were most frequently involved were 
the pelvic girdle, lumbar vertebrae, femurs, ribs and 
dorsal vertebrae. The most frequent sites of metastases 
in the soft tissues were the skin, lymph nodes, pleurae 
and lungs. Cutaneous involvement occurred either by 
local recurrence or by metastasis. . 

Thirty-three patients had advanced mammary cancer 
without an antecedent operation and were classified 
as having primary inoperable mammary cancer. In 
addition to the primary mammary lesion, there were 
11 incidences of metastases in bone, 26 in lymph nodes, 
26 in skin and 10 in the opposite breast. 


CLINICAL RESULTS WITH ANDROGENS 


Dose.—Synthetic androgenic substance was admin- 
istered regularly as testosterone propionate,’ 100 mg. 
intramuscularly three times a week, to 70 patients for 
periods of one month or longer. As shown in chart 1, 
the number of patients who continued therapy decreased 
rapidly, so that 50 per cent received treatment for 
less than five months. The maximum cumulative dose 
was 19,600 mg. of testosterone propionate. 





70 + 


60-3 
50-4 — 


40- 


30-4 i 


NO OF PATIENTS 
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°o 
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gi k. = 
12345 67 8 9 10 tl l2 13 1415 16 {7 '8 
MONTHS OF TREATMENT 


Chart 1 Number of patients continuing on androgen thx 
sterone propionate 300 mg. a week intramuscularly) for one n 





rapy (testo 
nth or more. 


Objective Changes.—A critical appraisal of the clin- 
ical results, based on objective changes, is shown m 
table 3. The term objective improvement in osseous 
metastases is applied to radiographic changes, such as 
calcification of osteolytic lesions, apparent reformation 
of bone and healing of pathologic fractures, without 
an increase in the size or number of the lesions. In 
histologically confirmed lesions of soft tissue, such as 
the breast, skin or lymph nodes, objective improvement 
is indicated by a significant measurable decrease in the 
size of the lesion and by healing of ulcers. Favo 
changes in histologically proved metastases m the 
pleurae, liver and uterus are based on clinical, radio- 
graphic and laboratory data which apply to the indi- 
vidual patient. 

By these criteria objective improvement, as recorded 
in table 3, occurred in 19 per cent of 48 patients with 
skeletal metastases. No change was present in 23 pet 
cent, while there was definite evidence of progression 
at an apparently unaltered rate in 39 per cent. } 
data were inconclusive in 19 per cent. Specific sites 
of skeletal improvement had a wide variation. 
of 29 lesions involving the bones of the pelvis 7 wert 








12. Supplied by the Schering Corporation as oreton.® 
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improved, while only one of 23 involving the femurs 
responcled favorably. 

Objective improvement occurred in 15 per cent of 
54 patients with soft tissue metastases. No change 
was present in 26 per cent, while there was progression 
at an apparently unaltered rate in 48 per cent. The 
data were inconclusive in 11 per cent. In 4 of 27 
incidences of cutaneous involvement significant decreases 
in size occurred, but none of 14 mammary lesions 
was improved. Although the clinical evaluation of 
metastases in lymph nodes is inaccurate, attempts were 
made to determine measurable changes in palpable 
lymph nodes. Decreases in size of nodes were not 
uncommon. However, of 10 nodes which were proved 
by aspiration biopsy to contain metastatic cancer, 3 
underwent a significant decrease in size. Improvement, 
admittedly difficult to assess, occurred on occasion in 
the pleurae, liver and uterus. 

Of particular interest was the appearance of addi- 
tional lesions during the time of treatment. Thus, 


TasLe 3.—Distribution of Metastases and Occurrence of Objec- 
e Improvement in Seventy Patients Receiving 
Androgens for One Month or More 











Objective 








Improve- 
Location of Metastases Incidence ment 
ED... .ccssebesitbteientan puebekisateousaeusbecs 48 9 
POR Van cand kiss deneedekssneisesanetéeendesess ret] 7 
I OP POs 086 5 0kcc0esc00 : eed 27 3 
I Wi bi eakadeeceuskks scans tenscetadadetens 23 1 
BDO inc ccncnnshethakdnedatthnnanueessesneseess 23 4 
DOTees Gin accecascivcessndisssseases 19 1 
s ho 0 6006640 060400000000006660008 080R000808 10 0 
I Wh cibdcnked dbudtweesoasetcidaccaviowentee 4 0 
Ss RR. ss di nnadneeunne¢0sbecerccenssnckctes ) 0 
Cervae Geb vecccdanccenewnacdcecccs 3 1 
eee eee eesesces 2 0 
R is che dtncekannsancs00004606¢eeu6ee6es 1 0 
St ee ee Pe eee 1 0 
( Gn danse iebcodbsedstetelscsednuseeseat 1 0 
Be Cis 6 56649568 00 csecsed enti nes6csdnanscuns 54 8 
I ee ais cieks boinc ctwtexensenenees 32* 3 
Sikh...c cad mesesdashatnbnweeieteadaaed 27 4 
Breast (primary lesion).......cccccccsccecss 14 0 
I Eyre puseegubsastemnsses l4 0 
POCUIMR: ssidccnnksctbdes penvdauadeanseasntes 15 2 
Breast (OMPSTIE) coc cesccciccecccesecccestes 8 0 
J dsenceeelns tee asheeneneusesexed s 2 
CRI ace seckesdccndnceecssvicesonsces 2 0 
ee eee 1 0 
Colon. 1 0 
Uterus 1 1 
"Of thirteen biopsies, ten were positive for metastatic cancer. 


osseous metastases developed in 4 of 16 patients who 
had lesions only in soft tissue prior to androgen 
therapy. Also, metastases appeared in soft tissues 
mm 5 of 22 patients who had, prior to treatment, only 
lesions in bone. Ina few patients with multiple skeletal 
metastases, objective improvement could be demon- 
‘trated in one site while other lesions appeared to 
progress. 

Radiographic Changes in Bone: A classification has 
been made of the initial radiographic appearance 
\osteolytic, osteoblastic and mixed) of the osseous 
metastases in 48 patients and of the change in the 
tadiodensity and in the total area of osseous metastases 
lollowin, treatment with androgens (table 4). Since 
the data were not appreciably different in the pre- 
menopausal group (12 patients) and in the post- 
menopausal group (36 patients), the series was 
aalyzed as a whole. The initial appearance of the 
‘sseous metastases was predominantly osteolytic in 
2 per cent, osteoblastic in 13 per cent and mixed 
steolytic and osteoblastic in 35 per cent of the cases. 
dllowing treatment, there was an increase in radio- 
ity with no change, except an occasional decrease, 
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in the total area of involvement in 19 per cent of 
the cases. The initial classification in this group was 
either osteolytic or mixed metastases with approxi- 
mately an equivalent incidence. In 6 per cent of the 
cases there was both an increase in the radiodensity 


TABLE 4.—The Initial Radiographic Classification of Osseous 
Metastases in Forty-Eight Patients and the Changes 
During Treatment with Androgens 








Radiographic Density 
A - - 


_ _ — - at, 
Increase Decrease No Changes 
lm ey ee | —_~ 
NolIn- In- No In- In- No In- In- Incon- 
Classifiea- crease crease crease crease crease crease clusive 
tion Cases Area Area Area Area Area Area Data 
Osteolytic.... 25 5 0 0 10 7 0 3 
Osteoblastic. 6 0 1 0 1 0 0 4 
PE sasecce 17 4 2 0 10 0 0 l 
Oo ee 48 i) 3 0 21 7 0 8 





and an increase in the total area of involvement. In 
44 per cent of the cases there was a decrease in the 
density and an increase in the area of involvement. 
In 15 per cent there was no change in the density 
or in the size of the lesion. The data were incon- 
clusive as to the status of the radiographic changes 
in 16 per cent. 


Total Dose of Androgens with Duration of Improve- 
ment.—The total dose of testosterone propionate at 


TaBL_e 5.—Total Dose of Testosterone Propionate at Time of 
Objective Improvement and Duraiion of Objective 
Improvement in Fourteen Patients 











Menstrual 


Status Total 
—_—__—_—_——rv Dose at Mo. 
Post- Time of of 
Pre- meno- Site of Improve- Im- 
meno- pausal, Improve- ment, prove- 
Patient Age pausal Yr. ment Mg. ment 
Cc. L. 49 x ea Uterus 1,200 11 
M. W. 38 ina 2/12 Skin 1,200 1014" 
Pelvis 1,800 10* 
A. B. 62 - lh Ribs 10,800 y 
H. R. 48 x oe Liver WO 7 
S. N. 45 ee 2 Skin 1,200 7 
Vertebrae 6,000 9° 
(lumbar) 
Pelvis 6,000 2* 
Ribs 6,000 2° 
Pleurae 6,000 2* 
A. E. 6 ee 6 Pleurae 11,400 6* 
Pelvis 1,800 5* 
Skin 3,600 3 
Lymph 4,200 3 
nodes 
L. W. 39 x ° Skin 1,800 4 
R. T. 46 x - Liver 500 4 
E. D. 58 ee 6 Ribs 3,000 q 
Vertebrae 3,000 4d 
(lumbar) 
Pelvis 3,000 4 
H. A. i oe 17 Pelvis 4,800 4* 
Vertebrae 4,800 4* 
(lumbar) 
M. P. 52 os 4 Pelvis 4,200 3* 
D. H. 45 x ox Pelvis 4,200 3 
E.W-H. 66 ee 24 Skull 2,000 2 
Pleurae 2,000 2 
Ribs 2,000 2 
N. G. 57 ee 6 Pelvis 5,100 2° 
Ribs 5,100 2* 
Vertebrae 5,100 2° 
(lumbar and 
cervieal) 
Femurs 5,100 2° 





* Improvement continues at date of this writing. 


the time of objective improvement and the duration of 
the improvement in 14 of 70 patients receiving the 
agent are given in table 5. The total dose at the 
time of improvement varied from 500 to 11,400 mg. 
of testosterone propionate. Approximately half of 


the doses were less than or equal to 3,000 mg. The 
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objective improvement extended over a range of two 
to eleven months and continued in about half of the 
patients for four months or longer. Approximately 
the same incidence of objective improvement occurred 
in the premenopausal group, 17 per cent, as in the 


postmenopausal group, 22 per cent. 
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MONTHS OF TREATMENT 
( t Number it patients continuing mn estrogen therapy for ne 
Symptomatic Changes—The initial symptoms and 


the symptomatic improvement in 70 patients receiving 
androgens are shown in table 6. The most impressive 
effect was the relief of pain, which was temporarily 
effected in 44 of 58 patients with that initial complaint. 
Anorexia, general malaise and dyspnea were char- 
acteristically improved. it is clinically significant that 
any patients were syimptomatically improved while 
at the same time the disease was progressive. The 
physical status of all patients prior to treatment was 
such that half of them were unable either to work 
or to care for their personal needs. Following treat- 
ment, the average improvement in this group was 
such that a majority were able to carry on essentially 
normal physical activity or to be gainfully emploved. 


CLINICAI RESULTS WITH ESTROGENS 


Dose.—Estrogenic substance was administered orally 
as diethylstilbestrol,’* 5 mg. three times a day, to 
20 patients; as ethinyl estradiol,"* 1 mg. three times 
a day, to 10 patients; as estrone sulfate,’’ 10 mg. 
three times a day, to 4 patients. [Estradiol benzoate,'® 
TABLE 6.—/nitial Symptoms and Incidence of Symptomatic 

Improvement in Seventy Patients Receiving Androgens 


Number of 
Patients 


Number of with 
Patients Symptomatie 
with Improve- 
Symptom Symptom ment 
Pain eo . ee es . os 44 
Anorexia , 20 21 
General malaise ‘ 4 20 
Dyspnea 24 20 
Nausea 8 6 
Cough ° one 3 1 
Headache -F 3 3 


— —_ 


3.32 mg. intramuscularly three times a week, was 
given to 1 patient. 

As shown in chart 2, the number of patients that 
continued therapy decreased rapidly, so that 50 per cent 
received treatment for less than five months. The 
maximum cumulative dose of diethylstilbestrol was 





13. The diethylstilbestrol was supplied by Winthrop-Stearns, Inc. 

14. The Schering Corporation supplied the ethinyl estradiol as estinyl.® 

15. Ayerst, McKenna & Harrison, Ltd., supplied the estrone sulfate as 
premarin.® 

16. The Schering Corporation supplied estradiol benzoate as pro- 
gynon-b.® 
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8,910 mg.; of ethinyl estradiol, 1,198 mg., and of 
estrone sulfate, 3,780 mg. 

Objective Changes.—Criteria for the estimation of 
objective improvement were the same as those pre- 
viously given for the evaluation of those patients 
given androgens. The distribution of involvement in 
soft tissue (35 patients) and in bone (4 patients) and 
the incidence of objective improvement in the various 
sites are given in table 7. Objective improvement 
occurred in 23 per cent of 35 patients with involvement 
of soft tissue. The sites of improvement were skin, 
lymph nodes, primary mammary carcinoma and pleurae, 
lavorable effects were not demonstrated in osseous 
metastases. The remainder of metastases in soft 
tissue underwent no change in 28 per cent and pro- 
gressed at a natural rate in 42 per cent. In 6 per cent 
the data were inconclusive. In 1 case there was an 
apparently accelerated growth. In 3 of the 31 patients 
who had lesions originally in soft tissue alone there 
developed metastases to bone during estrogen therapy. 

Total Dose with Duration of Improvement.—The 
preparation and the total dose of estrogen at the time 


Tasie 7.—Distribution of Metastases and Occurrence of Objec- 
tive Improvement in Thirty-Five Patients Recet 
Estrogens for One Month or More 


()>jeetive 
prove 
Location of Metastases Incidence ent 
Solt tissue e se 6 wees So 8 
Skin.. a _ : 33 6 
Breast (primary lesion)... , l 
Lymph nodes oe ‘ 22 2 
breast (opposite)..... 5 0 
Pleurae 8 ] 
Lungs. 6 0 
Liver nil l 0 
Mediastinum.. , l v0 
Bone sae 4 0 
Se 4 0 
Lumbar verte orae¢ 2 0 
Femurs 2 0 
Ribs 2 0 
Scapulas.. l 0 
Sternum ‘ l 0 
Dorsal vertebrae... l LU 
Clavicles 1 0 


of objective improvement and the duration of improve- 
ment in 8 of 35 patients are given in table 8. Seven 
of the 8 patients who were improved received diethyl- 
stilbestrol and 1 received ethinyl estradiol. The total 
dose at the time of improvement varied from 210 to 
1.470 mg. diethylstilbestrol, with approximately one 
half of the doses equal to or less than 630 mg. The 
objective improvement extended ov<r a range of two 
to seventeen months and continued in approximately 
one half of the patients for seven months or longer. 
These patients were in the sixth to the eighth decades 
of life and were two to twenty-nine years past the 
menopause. 

Symptomatic Changes.—The presenting symptoms 
and the incidence of symptomatic improvement m 
35 patients receiving estrogens are given in table 9. 
Pain, the commonest initial symptom, was significantly 
relieved in 11 of 18 patients with that complaint. 
Dyspnea, anorexia and general malaise were appre 
ciably improved. The physical status of all patients 
prior to treatment was such that one fourth of them 
were unable to work or to care for their personal 
needs. After treatment the average improvement ™ 
this group was such that most of them were able to 
carry on essentially normal physical activity. 





7 M. A. 
Aug. 13, 1949 
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SIDE EFFECTS AFTER ADMINISTRATION OF ESTROGENS 
AND ANDROGENS 

The incidence of the more noticeable side effects 
of estrogenic and androgenic therapy are given in 
table 10. In some patients after the administration 
of androgen the edema of the lower extremities, 
deepened voice, increased libido, hirsutism and acne 
were extreme. Vaginal bleeding, which occurred in 
6 of 35 patients receiving estrogen therapy, was in 
4 instances due to withdrawal of estrogen rather than 
to continuous medication. Nausea unaccompanied by 
yomiting persisted in 9 patients who received estrogen, 
but not to the extent that treatment was interrupted. 
In a few instances the failure to retain estrogen 
because of nausea and vomiting excluded patients 
from the study. 

Corrective measures for the undesirable side effects 
were generally limited in usefulness. It was possible, 
however, to control the peripheral edema in a majority 
of patients by placing them on a 0.5 Gm. sodium 
diet, with or without the use of mercurial diuretics. 


Taste 8—Total Dose of Estrogen at Time of Objective 
Improvement and Duration of Objective 
Improvement in Eight Patients 


Total 
Dose at 
Post- Time of Months 
meno- Improve- of 
pausal, Site of ment, Improve 
I nt Age Yr. Improvement Mg. ment 
. Speerrrrer 71 21 Skin 720* 17 
A.K Te 73 27 Skin 420* 17+ 
Breast 1,200" lor 
(primary) 
7 Se eee 38 20 Skin 210* 8 
B.S wee «= 6 Skin 1,470* 5 
L. I 62 2 Lymph 1,050* 7t 
node 
SS ee 67 l4 Skin 630* Gt 
Lymph 630* ot 
node 
M.D 65 11 Pleurae 363 6t 
(right) 
kK. M * 79 29 Skin 630* 2 





* Diethylstilbestrol. 
t Impre vement continues at date of this writing. 
} Ethiny! estradiol. 


This was necessary in a few elderly patients with a 
poor cardiac reserve. 
_ There was neither clinical nor laboratory evidence 
many case that either the primary or the metastatic 
mammary cancer had taken an accelerated course 
because of the androgen therapy. There was in 
| patient, aged 49 and five years past the menopause, 
an apparent acceleration of growth of cutaneous recur- 
rences of mammary cancer after treatment with 
estrogens. 
LABORATORY STUDIES 

Blood Chemical Studies—In order to clarify the 
eflect of endocrine therapy on skeletal metastases, 
observations were made of the calcium, inorganic 
phosphorus, and alkaline phosphatase in the serum of 
patients both with and without osseous lesions at 
intervals varying from two weeks to two months. 

sphorus and phosphatase were determined by 
vodansky’s'* method. In normal adults the values 
lor alkaline phosphatase found in this laboratory 
ranged from 1.5 to 5 units per hundred cubic centi- 
meters, Total serum calcium was determined by the 
ee 





17, Bodansky, A.: Phosphatase Studies: II. Determination of Serum 
jsp tase; Factors Influencing the Accuracy of the Determination, 
’ - Chem. 101: 93, 1933. 
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method of Kramer and Tisdale,’* the normal range 
being 10 to 11.5 mg. per hundred cubic centimeters. 
Because of the variability in the response of patients 
to endocrine therapy, it was considered important, 
in evaluating the changes observed, to use as large 


TABLE 9.—Initial Symptoms and Incidence of Symptomatic 
Improvement in Thirty-Five Patients Receiving Estrogens 














Number of 


Patients 
Number of with 
Patients Symptomatic 
with Improve- 
Symptom Symptom ment 
stds cei suc enh cadens waadeeetauai ht 18 11 
indo cdedesieneeunstedineen sate 16 8 
hint ndedcattnabebsseedesehanee 10 7 
Se Res Koccsccnssusctconnbesie 9 3 
di bécetdaddiecoukeenendiaantnse 2 0 
| ES ey 1 0 
fakin caows 1 1 


— —— $$$ ee 





a series as possible. Hence, the following summary 
is based on observations both on patients in the present 
study and on comparable patients in the series pre- 
viously reported by Hermann and co-workers.'® About 
one third of the cases are from the earlier work. No 
patients were included who had jaundice or clearcut 
evidence of hepatic dysfunction, or who had recently 
received vitamin D, aluminum hydroxide gels or other 
agents likely to alter the metabolism of bone. 
Satisfactory pretreatment observations of blood chem- 
istry were available on 103 patients, of whom 56 had 
roentgenographic evidence of osseous metastases. In 
the patients without skeletal metastases the average 
values for calcium, phosphorus and alkaline phosphatase 
were almost identical with those for normal adults. 
Individual variations were slightly greater than normal. 
Thus, 4 patients had minor elevations in phosphatase, 
perhaps due to unrecognized dysfunction of the liver. 
One patient had a definite hypercalcemia (12 mg. 
per hundred cubic centimeters), but this was associated 


TasBLeE 10.—Physiologic and Other Changes in Patients 





Androgen Estrogen 

I Oe I on is cintnneontaensdiessins 70 35 
I Stic n ho 80d Ak benenencsess ees 47 18 
Edema of lower extremities................. 20 13 
ccc ckccensnnddeedisnccenbiien 23 0 
iso 50-0004606500000eneesecce se 13 0 
PE iitinnwawenkescasteacnkévi0sdseasadeas 0 y 
Skin 

Pie dcccecedinnnes nd sasnesecsisces 24 0 

BABB caceccccveceacesvccccecencsecocveces 9 0 

As ot eebeheaktbeekiaiciabauwkes 0 1 
Breasts 

Areolar pigmentation.................6. 0 14 

Pins cvccceonanscccnessivinesce 0 3 

Be TT ee eT ee re eee eT 3 0 
Uterus 

i Rincénedseccensecnandttaeseees 0 7 

PI Kénacndatnncckeesehdesasscbesnds 0 6 

Ce Or Gi accnccceusévecesssve 29 0 
I inindddctcetastaddeneusioexes 20 0 





with a serum protein level of 8.4 Gm., so that part 
of the increase in total calcium was due to an increase 
in the protein-bound fraction. In general, it was 
evident that the presence of active mammary cancer 
in itself had no direct effect on the calcium, phosphorus 
or alkaline phosphatase values of the serum. 





18. Kramer, B., and Tisdale, F. F.: A Simple Technique for the Deter- 
mination of Calcium and Magnesium in Small Amounts of Serum, J. Biol. 
Chem. 47: 475, 1921. 

19. Footnotes 6b and 11. 

















1198 ENDOCRINE THERAPY IN CANCER—ADAIR ET AL. J. AMA 


Aug. 13, 1949 








In the patients with osseous metastases the average propionate or ethinyl estradiol. The exception was 
values for the calcium and alkaline phosphatase of a small elevation in phosphatase which occurred six 
the serum were above normal. There was a definite weeks after the institution of ethinyl estradiol therapy, 
elevation of the alkaline phosphatase level in 26 patients, The minor fluctuations in calcium which sometimes 
or 46 per cent of the total, although extremely high occurred seemed to be correlated with changes in 
readings were not found, and only 4 patients had values the concentration of serum protein. It appeared that 
above 10 units per hundred cubic centimeters. Definite — these endocrine substances in the doses employed 
hypercalcemia was found in 13, or 23 per cent, of the seldom if ever had a direct effect on the serum calcium 
patients with osseous metastases, the highest reading and alkaline phosphatase. 
heing 15.5 mg. per hundred cubic centimeters. Unusual There was a rise in the serum alkaline phosphatase 
elevations in calcium and phosphatase values were jn 30, or 63 per cent, of the 48 patients with osseous 
not observed simultaneously in the same patient, but metastases during the first three months of treatment 
smaller changes frequently occurred together. with testosterone propionate. The rise was often 
In the absence of hepatic disease an increase in the associated with an increase in the degree of osteo- 
serum alkaline phosphatase indicates an increase in _ plasia of the bone lesions, but was not closely correlated 
osteoblastic activity. Elevations in the total serum with evidence of either healing or progression of the 
calcium may occur after the administration of large lesions. In the patients who were followed for longer 
amounts of vitamin D or its analogues, in the presence periods there was a tendency for the serum alkaline 
of pronounced hyperproteinemia, in primary or sec- phosphatase to revert to pretreatment levels after about 
ondary hyperparathyroidism even without osseous dis- four months of continued testosterone propionate 
ease and possibly in some other uncommon metabolic therapy, regardless of whether or not the disease 
disturbances. If these are excluded, hypercalcemia showed renewed activity. The possible significance 
in a patient with disease of the bone indicates that of this rise in serum alkaline phosphatase during the 
osteolysis is proceeding so rapidly as to exceed the _ first three months of various types of endocrine therapy 
capacity of the kidney to excrete calcium. In the has been discussed by one of us elsewhere.*’ Kesults 
patients in this series the metastatic lesions in in the present study tend to confirm our previous 
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hanges in Blood Chemical Values During the First Three Months of Treatment 























Phosphatase Phosphorus Caleiun 
| — —_ <~ ——— ~ —_— —_ ~~ —_— — — —_—_—— 
Un Un- Un- 
Rose changed Fell Rose changed Fell Rose changed Fell 

No. Bone Initial ~~ -- ——— ~ -s*—_, --—_ - + a CEDwr cr * AS 
Cases Met. Value No. &% No. % Xo. & No. %& No. % No. %&% No. t No. ° No. %& 
Testosterone propionate.. 45 Present Normal 20 69 i) 31 0 0 l 2 17 49 17 49 1 4 23 8S 2 8 
High 10 53 3 16 6 31 3 23 1 8 i) 69 2 10 4 l 6b 7 
15 Absent Normal 0 0 14 100 0 0 0 0 7 4 6 46 0 0 13 uv 1 7 
High 0 , 0 0 l . 0 0 0 0 l bf 0 0 0 0 1 ‘ 
Ethinyl estradiol.......... 18 Absent Normal l 7 13 93 0 0 0 0 6 33 12 67 1 6 15 s 2 ll 

High 1 ; 0 0 2 P 0 0 0 0 0 0 0 0 0 0 0 















the bones were predominantly osteolytic, although areas _ belief that some types of endocrine therapy stimulate 
of new bone formation could also be found in many osteoblastic activity in injured bone. Such stimulation 
cases. A study of the abnormalities in the chemistry is not directly related to the response of the metastatic 
of the blood of our patients prior to the institution of tumor. It is of clinical significance in that it tends 
treatment makes it appear that the presence of meta- to check osteolysis and reduce the danger of patho- 
static deposits of mammary cancer in bone stimulates logic tracture. 
an osteoblastic response in about half of the cases. Of the 21 patients with osseous metastases who 
When the osteoblastic response is lacking or inade- showed a pretreatment hypercalcemia, 15, or 71 per 
quate, osteolysis occurs. When the metastatic tumor cent, showed a significant drop in serum calcium 
in the bone is growing rapidly, osteolysis may be during the first three months of treatment with testos- 
sufficiently intense to cause hypercalcemia, especially terone propionate. This fall in serum calcium was 
if the opposing response of the osteoblasts is feeble. usually associated with evidence of a decrease m 
Satisfactory observations of serum calcium, phos- the rate of osteolysis, either because osteolytic lesions 
phorus and alkaline phosphatase values were available ceased to grow or because they were converted to 
for one or more months following the institution of osteoplastic ones. In this series no patient with osseous 
endocrine therapy in 92 patients. Of these the number metastases was seen in whom there was definite 
with osseous metastases treated with ethinyl estradiol evidence that the institution of testosterone propionate 
and the numbers with or without osseous metastases therapy caused an exacerbation of the disease with 
treated with diethylstilbestrol were too small to sum- accompanying hypercalcemia such as occurred in the 
marize. The observations on 48 patients with osseous 3 patients described in a previous paper.” 
metastases and 15 patients without osseous metastases There was a significant fall in the serum inorganic 
who were treated with testosterone propionate and phosphorus in 45, or 56 per cent, of the 81 patients 
on 18 patients without osseous metastases who were treated with either testosterone propionate or ethiny 
treated with ethinyl estradiol are summarized in estradiol. Patients with osteolytic metastases occa® 
table 11. sionally have a hyperphosphatemia for the same reason 
With one exception, significant changes in the cal- that they exhibit hypercalcemia; that is, because 
cium and alkaline phosphatase of the serum of patients amounts of calcium and inorganic phosphorus _entef 





















ri ) ysseous tases ; . i ° oi ik 
without osseous metastases were not observed during 20. Woodard, H. Q., and Dean, A. L.: The Significance of Pie 
the first three months of therapy with either testosterone phatase Findings in Carcinoma of the Prostate, J. Urol. 57: 158 
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the circulation from the bones. In such patients a 
fall in serum phosphorus during endocrine therapy 
might be due solely to a reduction in the rate of 
osteolysis. In this series, however, patients without 
gsseous metastases manifested a drop in serum phos- 
phorus almost as frequently as those with osseous 
metastases. The fall in phosphorus is therefore not 
due solely to an effect of treatment on metastatic tumor. 
Such a fall m phosphorus has been reported by one 
of us*” to occur in patients with carcinoma of the 
prostate during treatment with diethylstilbestrol, but 
not aiter surgical castration. Nathanson *' has 
observed it in women during diethylstilbestrol therapy. 
At present there are not sufficient data to show whether 
there is a correlation between the fall in serum phos- 
phorus and the clinical response during endocrine 
therap\ 

Histologic and Histochemical Studies —Primary 
Mammary Cancer: The histologic classification of 
the mammary carcinoma in the 105 cases was as fol- 
lows: carcinoma of mammary ducts, 59; carcinoma 
of the mammary lobules, 1; carcinoma simplex of 
the nipple, 1; sweat gland carcinoma, 1; metastatic 
mammary carcinoma, 33, and unclassified mammary 
carcinoma, 10. 

Tissue for histologic and histochemical study was 
taken from the primary mammary carcinoma and from 
ative metastatic lesions in the skin and the 


represe! 
lymph nodes and, in special instances, in the uterus, 
the liver, the bones, the pleurae and the peritoneum. 


Aside from routine procedures, the staining technics 
of Gienisa, Unna-Pappenheim and Van Gieson were 
applied.-- In addition, a histochemical investigation 
was made of the distribution of three constituents 
which, under centain conditions, may be important in 
cell growth: nucleic acids,** high polymeric sulfuric 
acid esthers** and phosphatase enzymes.*° In all, 
74 cases were studied. Twenty had had satisfactory 
studies both prior to and during treatment, and in 
8 of these, observations were made on regressing 
cutaneous metastases. Within the limits of this small 
series two changes, which have seldom occurred to 
an unusual degree, were as follows: (1) degenerative 
changes in the nucleus and the cytoplasm of the 
cancer cells and (2) fibroblastic proliferation and 
slerosis of the connective tissue. The results were 
hot conclusive in determining whether the changes 
differed in degree, if not in kind, from those which 
may occur spontaneously. 

Exfolic ting Vaginal Mucosa: Cytologic studies, using 
the method of Papanicolaou,” have been made 
of the vaginal smears in practically all instances 
prior to treatment and at weekly or biweekly intervals 
thereafter. The smears have been classified according 
to the ratios of the following epithelial cell types: 
acidophilic superficial squamous; basophilic superficial 
squamous, and intermediate and outer basal types. 





21. Nathans: ~~ 2. 
22, Mallory F. B.: 
~ Company, 1938. 
aspersson, T., and Santesson, L.: Studies on Protein 5 RE 

° the Cells of Epithelial Tumors, Acta radiol., 1942, supp. 46, 

4. Lison, L. Histochimie Animale, Paris, Gauthier-Villars, 1936, p. 236. 
Syiven, B.: Uber das Vorkommen von hochmolekularen Esterschwefel- 

tn im Granulationsgewebe _ bei der Epithelregeneration, Acta chir. 
2, inav, (supp. 66) 86:1, 

= Gomori, G.: Microtechnica wee ~ of Phosphatase in 

; Sections, Proc. fee. ~~ = Biol. ed. 42:23, 1939. (b) 
dian, vane Mellors, R. ensen te of Motorneurons, 
1945, 1 Reference to bhowbamees Activity, J per. Med. 81: 469, 


ne G. N.: The Sexual Cycle in the Human Female as 
by Vaginal Smears, Am. J. Anat. 52: 519, 1933. 


: Personal communication to the author. 
Pathological Technique, Philadelphia, W. B. Saun- 





ENDOCRINE THERAPY IN 











CANCER—ADAIR ET AL. 1199 


In the postmenopausal group, prior to treatment, 60 
per cent of the smears contained nearly all basophilic 
squamous cells, 14 per cent had some acidophilic 
squamous cells and 26 per cent had some basal type 
cells. In the premenopausal group prior to treatment, 
62 per cent of the smears contained nearly all baso- 
philic squamous cells and 38 per cent of the smears 
had some acidophilic squamous cells. 

After one month of treatment with testosterone 
propionate, the smears of both the premenopausal 
group and the postmenopausal group contained rela- 
tively more of the basal cells and few acidophilic 
squamous cells. There was little change in the second 
month of treatment, but there was a tendency toward 
a more frequent occurrence of acidophilic squamous 
cells. In individual cases the increased acidophilia 
in the smear became apparent during subsequent 
months of treatment, but this was not evident in the 
distributional analysis of the group as a whole. 

After one month of treatment with estrogens the 
smears (all from postmenopausal women) contained 
relatively more of the acidophilic squamous cells, but 
there was no preponderance of smears with all acido- 
philic squamous cells. There was a rare smear with 
basal cells. There was little change in the second 
month of treatment. In individual cases a tendency 
toward increased basophilia in the smear became 
apparent during subsequent months of treatment, but 
this was not evident in the distributional analysis of 
the group as a whole. 

There was no obvious relation between the initial 
cytologic appearance of the smear or the subsequent 
changes and the presence or absence of hepatic dys- 
function as revealed in a study of 37 of these patients. 

Cervical and Uterine Mucosa: A histochemical study 
(to be published elsewhere) was made of the glycogen 
content (Best’s carmine method) ** and the alkaline 
phosphatase activity (Gomori’s method) *** in the 
cervical biopsies of 74 patients and in the endometrial 
curettings of 51 patients. In the stratified squamous 
epithelium of the cervix, the phosphatase activity, which 
was negligible, did not change whereas the cytoplasmic 
glycogen content either increased or remained elevated 
in one half of the cases after either androgen or 
estrogen therapy. In the glandular epithelium of the 
endometrium, the glycogen content did not change 
in either case, whereas the cytoplasmic phosphatase 
activity was slightly increased after the administration 
of estrogens.** 

Studies of Hepatic Function—The results of a 
study of the hepatic function (serum bilirubin, sulfo- 
bromophthalein sodium excretion, hippuric acid syn- 
thesis, thymol turbidity and cephalin flocculation) ia 
37 patients in this group, 6 of whom presented clinical 
evidence of hepatic disease, have been recently reported 
by Tagnon and Trunnell.** 

Fifteen patients, or 41 per cent, had diminished 
hepatic function in two or more tests. For comparison, 
similar tests were made on 27 patients with primary 
operable mammary carcinoma and 27 apparently normal 
women of comparable ages. Six patients, or 21 per 
cent, of each group had abnormal values in two or 
more tests. 





27. Atkinson, W. B., and Engle, E. T.: Studies in Endometrial Alkaline 
Phosphatase During the Human Menstrual Cycle and in the Hormone- 
Treated Monkey, Endocrinology 40: 7” 1947. 

28. T: J., and Trunnell, . B.: Studies of Liver Function in 


Patients aving Cancer of the car Cancer 1: 472, 1948. 
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Hemoglobin—The hemoglobin concentration of the 
peripheral blood in 15 patients with metastases to 
bone or soft tissue, after androgen therapy for an 
average of seven months, increased from an_ initial 
value of 12.6 Gm. to a value of 15.9 Gm. per hundred 
cubic centimeters, an average increase of 26 per cent. 
In a third of these cases the average increase was 
40 per cent or more. In 2 patients the increment 
was more than 100 per cent, and in 2 patients the 
hemoglobin concentration rose to 19.7 Gm. per hun- 
dred cubic centimeters. 

Terminal Observations —Of 105 reported cases, 55 
have terminated in death. Analysis of the immediate 
cause of death revealed that metastatic cancer was 
directly responsible in 34 (62 per cent), noncancerous 
systemic disease in 14 (25 per cent) and undetermined 
causes in 7 (13 per cent). Postmortem examinations 
were performed in 17 instances.** Active mammary 
carcinoma was found in every case. Areas of metastases 
determined clinically were all confirmed by the necropsy 
and, in addition, clinically undiagnosed areas of 
metastases were found in all cases. At necropsy the 
distribution and the incidence of the three most com- 
mon extraskeletal metastases were as follows: | pul- 
monary, 82 per cent; hepatic, 82 per cent, and cerebral, 
tl per cent. Skeletal metastases were present in 
S2 per cent. 

SUMMARY AND CONCLUSION 

Clinical Results—One hundred and five female 
patients with advanced inoperable mammary carcinoma 
were treated with endocrine substances for one month 
or longer 

Testosterone propionate, 100 mg. intramuscularly 
three times a week, was given to 70 patients with 
metastases to bone, soft tissue or both. Objective 
improvement occurred in 19 per cent of 48 patients 
with skeletal metastases and in 15 per cent of 54 
patients with extraskeletal metastases. The cumulative 
dose at the time of improvement varied from 500 to 
11,400 mg. of testosterone propionate, and approx- 
imately half of these doses were less than, or equal 
to, 3,000 mg. The objective improvement extended 
over a range of two to eleven months and continued 
in one half of the patients for four months or longer. 
\pproximately the same incidence of objective improve- 
ment occurred in the premenopausal group as in the 
postmenopausal group. The most impressive sympto- 
matic effect was the relief of pain, which was tem- 
porarily effected in 44 of 58 patients with that initial 
complaint. It is clinically significant that many patients 
were symptomatically improved even though at the 
same time the disease was progressive. 

Estrogenic substances (diethylstilbestrol, ethinyl 
estradiol and estrone sulfate) were given to 35 patients. 
Objective improvement occurred in 23 per cent. of 
35 patients with extraskeletal metastases. The sites 
of improvement were the skin, lymph nodes, primary 
mammary carcinoma and pleurae. No favorable effects 
were observed in osseous metastases. With diethyl- 
stilbestrol the cumulative dose at the time of improve- 
ment varied from 210 to 1,470 mg. with approximately 
one half of these doses equal to, or less than, 630 mg. 
The objective improvement extended over a range 
of two to seventeen months and continued in about 
one half of the patients for seven months. or_ longer. 
These patients were in the sixth to the eighth decades 








29. Eleven were done by the Department of Pathology, Montefiore Hos- 
pital, New York. 
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of life and were two to twenty-nine years past the 
menopause. Pain, the commonest initial symptom, was 
significantly relieved in 11 of 18 patients with that 
complaint. 

The more noticeable side effects after the administra- 
tion of androgens were an increase in weight, edema 
of the lower extremities, deepened voice, hirsutism and 
acne. Vaginal bleeding, which occurred in 6 of 35 
patients receiving estrogen therapy, was in 4 instances 
due to estrogen withdrawal rather than to continuous 
medication. There was neither clinical nor laboratory 
evidence in any case that either the primary or the 
metastatic mammary cancer had taken an accelerated 
course because of the androgen therapy. There was 
an acceleration of growth of mammary cancer in 1 
patient, aged 49, after treatment with estrogens. 

Laboratory Results —Determinations of the calcium, 
inorganic phosphorus and alkaline phosphatase of the 
serum were made before and during treatment of 
patients with testosterone propionate or ethiny! estra- 
diol. Prior to the institution of endocrine ‘therapy, 
only minor and occasional abnormalities were observed 
in the blood chemical studies of the patients without 
osseous metastases. Of the patients with osseous 
metastases, 46 per cent had elevations in serum alkaline 
phosphatase and 23 per cent had elevations in serum 
calcium. 

During the first three months of treatment with 
testosterone propionate, 63 per cent of the patients 
with osseous metastases had an increase in serum 
alkaline phosphatase above pretreatment levels. The 
alkaline phosphatase in the serum of these patients 
tended to fall later in the course of therapy. Con- 
spicuous changes in the alkaline phosphatase of the 
serum of patients without osseous metastases were 
not observed during treatment with either testosterone 
propionate or ethinyl estradiol. Of the patients with 
osseous metastases who had a pretreatment hyper- 
caleemia, 71 per cent had a decrease in serum calcium 
early in the course of treatment with testosterone 
propionate. The serum inorganic phosphorus of 56 
per cent of all patients treated with either testosterone 
propionate or ethinyl estradiol decreased significantly 
during therapy. 

Within the limits of a small series of histologic and 
histochemical observations on regressing cutaneous 
metastases two changes, which seldom occurred to 
an unusual degree, were as follows: (1) degenerative 
changes in the nucleus and the cytoplasm of the cancer 
cells and (2) fibroblastic proliferation and_ sclerosis 
of the connective tissue. 

In general, cytologic changes of the exfoliating 
vaginal mucosa were temporarily in the anticipated 
direction of basophilia after androgen administration 
and acidophilia after estrogén administration. 

In the stratified squamous epithelium of the cervix the 
cytoplasmic glycogen content either increased of 
remained elevated in one half of the cases during 
androgen or estrogen therapy. 

In 15 patients who had received testosterone pre 
pionate for an average of seven months the hemo- 
globin concentration of the peripheral blood ine 
from an average initial value of 12.6 Gm. to a 
of 15.9 Gm. per hundred cubic centimeters. 

Postmortem examinations were made of 17 of 55 
patients now deceased. Active mammary carcimoma 
was found in each case. 
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POSTABORTAL OLIGURIA 


WARD M. O'DONNELL, M.D. 
Ann Arbor, Mich. 


Renal insufficiency as a complication of pregnancy, 
and particularly of abortion, has long attracted serious 
consideration. At necropsy the organs of fatal cases 
in this group are found with morphologic features in 
common; and there is a constant relationship betweer 
the clinical syndrome and these structural changes. 
Comparison of this relationship with that resulting from 
other causes has made possible a more complete explana- 
tion of postabortal oliguria. 

Bywaters and Beall ' in 1941 activated interest in the 
dinical-pathologic picture which followed crush injuries 
sustained in the London air raids. The triad of crush- 
ing injury, subsequent renal failure and histopathologic 
alterations in the kidneys focused the attention of clini- 
cians and! pathologists on this disease entity, which they 


called the crush syndrome. The onset of symptoms ° 
jollows in the wake of crushing trauma or other pre- 
cipitating factors with or without evidence of shock. 


Nausea, vomiting, malaise and abdominal pain are usu- 
ally present, but the most ominous sign is renal failure. 
This may develop insidiously or abruptly and is made 
evident | oliguria or even anuria, with a rapid rise in 
nonprotein nitrogenous products in the blood. Hyper- 
tension, acidosis and edema may accompany the renal 
shutdow1 

Laboratory studies generally reveal the urine to be 
acid in reaction, of low specific gravity, dark brown or 
smoky in appearance and to contain hyaline, leukocytic 
or granular casts. Frequently a positive reaction to the 
benzidine test is obtained. Patients in whom these 
observations are made usually die within twenty days 
of the onset; the majority succumb within ten days. 
Pulmonary edema or potassium intoxication are fre- 
quent terminal complications. 

Bywaters and Beall! described the renal lesion as 
consisting of retrogressive changes in the ascending 
loop of Henle and the second convoluted tubule with 
the presence of brown (myohemoglobin) casts in the 
distal tubular apparatus. Lucké* and Mallory * con- 
inbuted many etiologic agents to the rapidly growing 
list of precipitating causes. Among these are: transfu- 
sion reaction of incompatible blood, hemolytic anemia, 
vatious poisons, thermal and chemical burns, hemoglo- 
binuric fever, heat stroke, anoxia, high altitude, sulfon- 
amide sensitivity, mushroom poisoning, uteroplacental 
apoplexy, severe streptococcic infection and infantile 
diarrhea. More recently others * have added nontrau- 
matic ischemia of muscle, pyloric stenosis, infectious 
hepatitis, operations on the biliary tract and abortion. 


Lucké* considered lower nephron syndrome an 
‘propriate designation for this clinical-pathologic 
‘sociation, since the presenting anatomic alterations 
‘curred in the lower or more distal aspects of the 
nephron. The morphologic features, as reviewed by 
him and by Mallory,‘ consist essentially of degenerative 
“anges and necrosis in the distal convoluted tubules 





From the Department of Pathology, University of Michigan. 
nent Bywaters, E. G. L., and Beall, D.: Crush Injuries with Impair- 
- of Renal Function, Brit. M. J. 1: 427-432 (March 22) 1941. 
Nest Strauss, M. B.: Acute Renal Insufficiency Due to Lower Nephron 
osis, New England J. Med. 239: 693-700 (Nov. 4) 1948. 

(Wer.) Tong B.: Lower Nephron Nephrosis, Mil. Surgeon 99: 371-396 
da Mallory, T. B.: Hemoglobinuric Nephrosis in Traumatic Shock, 
;4,Clin. Path. 17: 427-443 (June) 1947. 
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distal and collecting tubules. In addition, there may be 
seen hyaline casts, herniation of tubules, necrosis and 
exfoliation of tubular epithelial cells, regeneration of 
epithelium, precipitation of eosinophilic amorphic mate- 
rial in the glomerular spaces, interstitial edema and 
exudation of inflammatory cells most prominent at the 
corticomedullary junction. 

Recent literature ° concerning hepatic dysfunction in 
the lower nephron syndrome explains central and mid- 
zonal necrosis as the result of anoxia. 


REVIEW OF LITERATURE 

Until recent years renal failure attendant on preg- 
nancy or abortion often was ascribed to extensive 
necrosis of the renal cortex. This lesion was the sub- 
ject of a comprehensive review by Duff and Murray ‘ 
in 1941. They were able to collect 71 cases of sym- 
metric cortical necrosis of the kidneys, 48 of which were 
associated with pregnancy. It is interesting to note 
that of the 36 cases in which the month of termination 
of gestation was listed, only 2 were as early as the 
fourth month. They found that renal failure usually 
developed between the fifth and eighth months of preg- 
nancy. Further study showed that there was usually 
an underlying obstetric complication. In 21 cases it 
was premature separation of the placenta and in 8 it 
was preeclamptic toxemia. 

In analyzing the clinical course of renal cortical 
necrosis Duff and Murray’ found that the onset was 
usually marked by extreme oliguria or anuria. Other 
complaints were headache, abdominal pain and, fre- 
quently, edema of dependent parts. The urine might 
be grossly bloody or red blood cells were found micro- 
scopically, associated with albumin and hyaline or 
granular casts. There was retention of nonprotein 
nitrogenous products varying from 85 to 356 mg. per 
hundred cubic centimeters. The patients were febrile 
but maintained mental clarity until a day or two before 
death, 

Duff and Murray’ described the renal cortical 
necrosis as of varying degrees of severity, with the most 
advanced lesions involving the entire cortex. The lesion 
was believed to be due to ischemia. The vascular 
changes were thought to be localized in the intralobular 
arteries and efferent arterioles and to follow a sequence 
of vasospasm to vasoparalysis frequently associated with 
thrombosis. As to pathogenesis, the authors postulated 
a circulating toxic substance, possibly of placental 
origin, which initiates the derangement in sensitive 
vascular structures. 

A report by Dunn and Montgomery* (1941) 
added 15 more cases of fatal destructive lesions in the 
renal cortices, 7 of which involved pregnant patients. 
Six of the 7 had preeclamptic toxemia with either ante- 
partum bleeding or retroplacental hemorrhage. The 
oliguria lasted from two to seven days. 

All these studies had dealt with renal dysfunction 
in connection with obstetric accidents as related to sym- 
metric necrosis of the kidney. After the crush syn- 
drome had been described, the first association between 
accidents of pregnancy and lower nephron nephrosis 
was established by Young and McMichael® (1941) 
who reported 2 cases of renal failure after severe labor. 
In both patients there developed urinary suppression 





6. Bywaters, E. G. L.: Anatomical Changes in the Liver After 
Trauma, Clin. Sc. @: 19-40 (Oct.) 1946. 

7. Duff, G. L., and Murray, E. G. D.: Bilateral Cortical Necrosis of 
the Kidneys, Am. J. M. Sc. 201: 428-450 (March) 1941. 

8. Dunn, J. S., and Montgomery, G. L.: Acute Necrotising Glomerulo- 
nephritis, J. Path. & Bact. 52: 1-16 (Jan.) 1941. , 

9. Young, J., and McMichael, J.: “Crush Syndrome” in Obstetrics. 
Brit. M. J. 2: 887 (Dec. 20) 1941. 
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and an elevated blood urea level after delivery. One 
case was fatal, and the histopathologic observations were 
similar to those of the crush syndrome. Developing an 
analogy with the crush syndrome, they postulated 
that a toxin liberated from the injured pelvic soft tissues 
precipitated renal failure. 

Young '® related a second obstetric problem to the 
lower nephron syndrome through the common factor of 
tissue destruction. He found this syndrome to occur in 
some cases in which there was concealed hemorrhage 
associated with premature separation of the placenta. 
Fifty-nine consecutive cases of obstetric hemorrhage 
with shock (postpartum hemorrhage, placenta previa 
and premature separation of the placenta) required 
blood transfusions. Only 5 in the 10 associated with 
premature placental separation manifested renal impair- 
ment. Young concluded that impaired renal function 
was not due to the shock of hemorrhage. In 79 cases 
of premature placental separation later in pregnancy 
renal impairment did not occur in the revealed hemor- 
rhagic variety, but in 25 per cent of the concealed 
hemorrhagic type there was renal dysfunction. In 3 
of the 4 fatal cases in this series, renal findings com- 
patible with the crush syndrome were demonstrated. 
Thus Young further elaborated the idea that renal fail- 
ure was determined by a massive uteroplacental lesion 
of ischemic origin from which a hypothetic nephrotoxic 
substance was liberated to effect tubular degeneration 
and azotemia. 

Paxson, Golub and Hunter" have reported their 
experience with renal failure and obstetric conditions. 
In 1 fatal case lower nephron nephrosis was observed 
in conjunction with premature placental separation and 
retroplacental hematoma. 

The first report pertinent to my observations on 
postabortal oliguria was by Bratton"? (1941), who 
described 8 fatal cases not associated with blood trans- 
fusions in women who had septic abortions. The renal 
lesions were similar to those observed in the crush 
syndrome. Three of their 8 patients had anuria and 2 
of the remaining 5 had blood urea determinations of 423 
and 420 mg. per hundred cubic centimeters. In addi- 
tion, 5 of the 8 patients exhibited some degree of 
metritis at necropsy. Bratton’? concluded that the 
renal changes were probably toxic in origin but not 
necessarily puerperal, since anuria might have preceded 
the abortion. 

At a later date, Young '® had opportunity to review 
the clinical records of Bratton’s '* cases and concluded 
that in the 3 cases with anuria this difficulty was sub- 
sequent to premature separation of the placenta at about 
the twenty-sixth to twenty-eighth week of pregnancy. 
In 1 of the remaining cases the patient suffered from 
retroplacental hemorrhage and eclampsia at the thirtieth 
week of pregnancy. This further analysis leaves the 
possibility that anuria in 4 cases was associated with 
abortion and was not a complication of other obstetric 
accidents. Unfortunately, Bratton did not give detailed 
histories for his cases and subsequent investigators have 
suggested the possibility of drug ingestion by his 
patients. 

Dingle '* (1943) added 2 more cases in which renal 
failure occurred following abortion. Both patients were 


10. Young, J.: Renal Failure After Utero-Placental Damage, Brit. 
M. J. 2:715-718 (Dec. 19) 1942. 

11. Paxson, N. F.; Golub, L. J., and Hunter, R. M.: The Crush Syn- 
drome in Obstetrics and Gynecology, J. A. M. A. 131: 500-504 (June 8) 
1946. 

12. Bratton, A. B.: Anuria with Casts Not Associated with Transfusion, 
Lancet 1: 345-346 (March 15) 1941. 

13. Dingle, P.: Two Cases of Renal Failure Following Abortion, 
J. Obst. & Gynaec. Brit. Emp. 50: 246-253 (Aug.) 1943. 
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in the sixth month of pregnancy and after the abortion 
they experienced a drop in blood pressure with a state 
of shock ensuing. Later, hematuria, oliguria and retep. 
tion of nonprotein nitrogenous products developed. The 
first patient, aged 31 and with severe toxemia of preg. 
nancy, yielded 10 ounces (284 cc.) of dark brown urine 
prior to induced delivery of the fetus. She died on 
the eighth day. Necropsy disclosed complete necrosis 
of the renal cortices. 

The second patient was thought to have a traumatic 
premature separation of the placenta and, subsequent to 
the abortion, hematuria, shock and azotemia (blood 
urea level 356 mg. per hundred cubic centimeters) 
developed. After a stormy course of ten days, diuresis 
was established and the patient recovered. 

It appears that the first case was another instance of 
cortical necrosis complicating pregnancy, but the sec- 
ond case may be an example of lower nephron nephrosis 
subsequent to retroplacental hemorrhage as clescribed 
by Young.’® The obstetric accidents were miscarriages 
due to toxemia or premature separation. 

A further study of renal failure after abortion was 
made by O'Sullivan and Spitzer ** (1946). They ana- 
lyzed 6 cases of acute renal failure after incomplete 
abortion. The first case was that of a girl aged 19 
(period of gestation not given) who had mild pyrexia 
and an offensive hemorrhagic vaginal discharge. Three 
days after admission, digital removal of necrotic pla- 
cental tissue was performed with the patient under 
intravenous thiopental sodium anesthesia. Four days 
later, oliguria developed and the blood urea determina- 
tion rose to 320 mg. per hundred cubic centimeters. 
Death occurred on the seventeenth hospital day. 
Bywaters '* examined the autopsy material and believed 
the renal findings to be compatible with the crush syn- 
drome. Even though the patient had received chemo- 
therapy and whole blood transfusions, he considered 
these lesions to be the result of septic abortion. 

O’Sullivan and Spitzer ** presented a second case 
of inevitable abortion in a secundigravida 45 years 
of age who was approximately twenty-four weeks 
pregnant. After the abortion, oliguria developed, and 
the patient died three days later. Autopsy obsetva- 
tions were those of symmetric necrosis of the kidneys. 
In 2 additional cases of oliguria complicating abortion 
the patients survived. One patient had oliguria after 
abortion, but it was ascribed to a transfusion reaction 
due to incompatible blood. 

Humphrey and Jones* have recently described 4 
cases in which extreme oliguria occurred after incom- 
plete abortion at about sixteen weeks of pregnamcy. 
Symptoms consisted of headache, vomiting and anemia, 
with hemoglobin varying from 5.5 to 10.6 Gm. pet 
hundred cubic centimeters. Urinary suppression pet 
sisted from four to fourteen days, with blood urea deter- 
minations ranging from 350 to 550 mg. Diuresis was 
established and all 4 patients survived. In each instance 
therapeutic operative evacuation of the uterus was pe 
formed under anesthesia. 

Finally, it seems advisable to include a case reported 
by Terplan and Javert ° (1936) to associate the lower 
nephron syndrome as a possible complication of quimine 
poisoning in pregnancy. A woman aged 41, thr 
months pregnant, received a proprietary remedy contait- 
ing quinine. She experienced vaginal bleeding, anorex#® 

14. O'Sullivan, J. V., and Spitzer, W.: Acute Renal Failure Compl 
cating Abortion, J. Obst. & Gynaec. Brit. Emp. 53: 158-176 ase ; 

15. Ferplan, L., and Javert, C. T.: pea wt 106: 529-522 


Uremia from Quinine in Early Pregnancy, J. 
(Feb. 15) 1936. 
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emesis and extreme prostration of several weeks’ dura- 


tion. The patient died with azotemia on the sixth day 
after hospital admission. The pathologic descriptions 
are similar to those in what is now considered to be the 
lower nephron syndrome. Three grams of quinine were 
recovered from the liver at autopsy. The authors con- 
cluded that the exact mechanism of quinine-induced 
hemoglobinuria was unknown but thought that preg- 
nant women, particularly those with toxemic tendencies, 
were susceptible to its hemolytic property. 

The impression gained from the literature is that 
the lower nephron syndrome can be a complication of 
any period of gestation; however, symmetric cortical 
necrosis occurs almost exclusively in the latter half of 
pregnancy. The cortical necrotic lesion in pregnancy is 
a complication of other obstetric conditions; namely, 
premature separation of the placenta or toxemia of 
pregnancy. Although the lower nephron lesion also 
has been shown to accompany complications of the later 
months of pregnancy, I believe that it is an important 
complication of abortion itself. With some reservation, 
because of brief histories, I might accept 4 of Brat- 
ton’s '- cases and possibly 1 of O*Sullivan’s '* as exam- 
ples of lower nephron injury subsequent to abortion. 
The 4 clinical cases reported by Humphrey and Jones ° 
appear to illustrate recovery from this disease, although 
anatomic proof is lacking. 


REPORT OF CASES 
The ‘ollowing 3 cases add further proof to the pre- 


sumptive relation between abortion and lower nephron 
nephros's. 
Case |—A white woman aged 24, estimated to be two 


months advanced in her third pregnancy, gave a history of 


abdomin. cramps, urinary difficulties and vaginal bleeding with 
passing oi clots, lasting for one week. In addition, during the 
forty-eig t hours prior to hospital admission, there developed 
malaise and a tan discoloration of the skin. At the time of 


examinati n the patient was semicomatose, had a blood pressure 
ot 120 mm. of mercury systolic and 60 mm. diastolic and a tem- 
perature of 103 F. Her urine was black and the reaction to the 
guaiac test for blood was positive. Other laboratory studies 
revealed hemoglobin of 5.5 Gm. per hundred cubic centimeters, 
1,300,000 red blood cells and 28,700 white blood cells per cubic 
millimeter. The patient was oliguric on admission, and the 
urea nitrogen concentration of the blood was 131 mg. per 
hundred cubic centimeters. The carbon dioxide-combining 
capacity was 32 volumes per cent. During the hospital course 
of tour days the total urinary output was 330 cc. Treatment 
with penicillin, oxygen, minimal intravenous fluids and whole 
blood transfusions was of no avail. On the day of death the 
urea nitrogen level of the blood was 235 mg. 

The pertinent microscopic renal findings follow: There was 
pale eosinophilic material in the glomerular spaces and proximal 
convoluted tubules. The epithelium of the latter showed simple 
necrosis to a moderate degree. In the thick limb of Henle 
and in the distal convoluted and collecting tubules there were 
reddish brown to tan casts. The distal convoluted tubules 
Presented extensive necrosis and exfoliation of epithelial ele- 
ments. In addition there was early regeneration of epithelial 
lining cells. Slight interstitial edema and minimal scattered 
Pritubal lymphocytic inflammatory infiltration also were found. 

Pathologic diagnoses included: lower nephron syndrome; 
recent abortion with retained placental tissue showing acute 
"ecrotizing deciduitis and endometritis; acute parenchymatous 
degeneration of liver with extensive midzonal necrosis ; moderate 

tative lipidosis of the liver, and acute pulmonary edema. 

Case 2—A white woman aged 35 in her sixth pregnancy 
Was hospitalized Oct. 26, 1939. Her last menstrual period 

Aug. 28, 1939. The patient stated that she missed the 
metstrual period in September and, thinking herself to be 
Megnant, inserted slippery elm into her cervix, leaving it in 
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place for two days. There resulted a white vaginal discharge, 
which became bloody on October 25 and was associated with 
nausea, vomiting, generalized malaise, pain in the lower part 
of the abdomen and, finally, chills and fever. Physical exami- 
nation revealed that the patient was passing clots of blood 
and the uterus was slightly enlarged. A small fragment of 
tissue extruding from the external os was identified as placenta 
and removed. Jaundice was present at this time. The tem- 
perature was 102 F., and the blood pressure was 95 mm. of 
mercury systolic and 70 mm. of mercury diastolic. The patient 
was oliguric on admission, and the urine gave a 4 plus reaction 
to the benzidine test. The white blood cell count was 27,000 
per cubic millimeter, and the hemoglobin value was 71 per 
cent. The patient’s total output of urine during hospitalization 
was 340 cc. Therapy consisted of transfusions of whole blood, 
sulfanilamide therapy and general supportive measures. The 
patient died on the third hospital day, seventeen days after a 
self-induced abortion. 


The more significant observations at necropsy were in the 
kidneys. Many collecting tubules contained pigmented casts 
in which spherical outlines persisted. In other tubules the 
casts were more uniform and reddish brown. Pigmented casts 
were seen also in the distal convoluted tubules, where the 
lining epithelium showed widespread simple necrosis. There 
was an eosinophilic precipitate in the glomerular spaces. Mild 
interstitial edema and scattered lymphocytic inflammatory infil- 
trations were limited almost exclusively to the medulla. There 
were signs of old chronic purulent pyelitis and hydronephrosis. 

Pathologic diagnoses included: lower nephron syndrome; 
recent abortion with necrotizing deciduitis; septicemia (Strepto- 
coccus viridans recovered from the heart’s blood at necropsy) ; 
acute parenchymatous degeneration of the liver with moderate 
degenerative lipidosis, and icterus. 

Case 3.—A woman aged 42 manifested a bizarre clinical pic- 
ture following an early abortion. The illness was of about 
twelve days’ duration. There was well defined oliguria, with 
only 300 cc. of urine being passed during this period. Jaundice 
was present. The attending physician thought the clinical 
picture compatible with an acute nephritis developing subse- 
quent to an abortion. Etiologic factors such as quinine, sulfon- 
amide drugs, transfusion reaction or other medicinal agents 
were ruled out by the history. The patient was mentally alert 
until about one hour before death. 

In the kidneys there was an eosinophilic, finely granular 
precipitate in the glomerular spaces and in the lumens of the 
proximal convoluted tubules. Pigmented (heme) casts were 
found in the thick loops of Henle, in the distal convoluted 
tubules and most abundantly in collecting tubules. In the thick 
limbs of Henle’s loops and in the distal convoluted tubules 
simple necrosis and regeneration of the epithelium were present. 
There was moderate interstitial edema. In the outer zone of 
the medulla there was a peritubular cellular infiltration of 
lymphocytes and a few eosinophilic leukocytes. 

Pathologic diagnoses included: Recent abortion with necro- 
tizing purulent deciduitis; lower nephron syndrome; acute 
parenchymatous degeneration and passive congestion of the 
liver, and icterus. 

COMMENT 

Points of Similarity—In each of the preceding cases 
there was an early termination of pregnancy. In none 
did gestation extend beyond the sixteenth week. In 
none was there a history of preexisting renal disease. 
Oliguria developed in each instance prior to the use 
of therapeutic measures which are admitted etiologic 
agents in their own right (sulfonamide drugs and whole 
blood transfusions). In case 1 the possibility that 
quinine had been taken was explored because of certain 
social and economic implications. Mindful of this 
possibility from Terplan’s ** case, the use of quinine was 
excluded on the basis of clinical observations and by 
interrogation. 

The symptoms described are in accord with the usual 
manifestations of the crush syndrome; namely, abrupt 
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onset, headache, malaise and vomiting. In the instances 
in which such information was available, there was ele- 
vation of the nonprotein nitrogen level, and in each 
case severe oliguria was a feature. The first patient 
died six days, the second four days and the third twelve 
days after onset of symptoms. Incomplete infected 
abortion was a factor in common, and an exceedingly 
important similarity was that septicemia developed in 
each patient. 

Jaundice was present in 2 of the 3 patients, and the 
other had hepatic zonal necrosis. This fact will be con- 
sidered in the pathogenesis, as will also the anemia, 
which appeared to be severer than could be accounted 
for on the basis of physiologic anemia of pregnancy or 
vaginal bleeding. 

The morphologic aspects of the 3 cases are strikingly 
similar, the essential pathologic diagnosis being almost 
identical. The renal observations are those previously 
described for the crush or lower nephron syndrome with 
individual variations in accordance with the duration 
of symptoms. In the case with the longest survival 
there was more tubular epithelial regeneration and a 
greater degree of inflammatory infiltration. 

The uterine observations were equally interesting. 
In each case there were large masses of retained decidua 
and of chorionic epithelium. Part of the placental tis- 
sue was necrotic and was undergoing lysis or exhibited 
extensive cellular inflammatory infiltrations. However, 
other portions of the placenta were living and bathed 
in maternal blood. This association of necrotic and 
living placenta—the latter retaining some degree of 
maternal circulation — may be of importance in con- 
sidering the pathogenesis of this disease. 

The hepatic lesions were striking and significant in 
view of the jaundice. In each case there was diffuse 
simple necrosis of hepatic cells with a decided regen- 
eration of liver cells, hyperchromatic nuclei and multinu- 
cleated cord cells. Degenerative lipidosis was observed 
in the first 2 cases. In addition, the liver in case 1 
showed pronounced midzonal necrosis. From general 
pathologic experience it appears that icterus was due to 
hepatocellular dysfunction produced by a toxic sub- 
stance. Our observations were somewhat different 
from those of Bywaters,® who found mitotic activity 
and central and midzonal necrosis with small intracel- 
lular hydropic vacuoles, occurring as soon as the sixth 
day after trauma. As previously stated, Bywaters 
explained these lesions on the basis of anoxia. 

Pathogenesis —The pathogenesis of the crush syn- 
drome is not satisfactorily explained by any single 
hypothesis and is probably a process dependent on 
related forms of renal injury, received under varying 
conditions. Corcoran and Page,’* in developing their 
concept of the genesis of this disease, considered that 
the mechanism of development can be divided into two 
phases —the first, in which the principal lesion is 
obstruction of the renal tubules by hemoglobin or myo- 
hemoglobin casts, and the second, in which necrosis 
of the renal tubular epithelium is produced. Moreover, 
these authors expressed their belief that hemoglobinuria 
and myoglobinuria are injurious only when the condi- 
tions of aciduria and oliguria are fulfilled and that tissue 
damage is dependent on deposition of pigment casts 
within the tubules. It was further postulated that 
myoglobin and hemoglobin may be transformed and 
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precipitated as metaforms with subsequent release of 
cytotoxic hematin. 

A hypothetic nephrotoxic substance has been incrim- 
inated in the crush syndrome, but it is difficult to 
account for such selective action (distal convoluted 
tubules) by a chemical substance. It seems far more 
logical to consider that the chemical substance is a 
humoral vasoconstrictor and that its mode of action is 
renal ischemia. The pigment casts may be thought of 
as products secondary to release of hemoglobin and to 
breaking down of erythrocytes, which pass through 
the altered glomerular barrier. 

Regardless of postulates, renal ischemia appears to 
be the decisive underlying factor of the crush syndrome, 
Recent work by Trueta and his associates '* has estab- 
lished this last concept on a firm basis through a series 
of experiments which yielded important anatomic and 
physiologic considerations. This group studied the 
renal circulation by angiographic and other injection 
methods in a series of experiments designed to simulate 
the crush syndrome. After prolonged application and 
subsequent release of a tourniquet applied to the hind 
leg of a rabbit, it was observed that the surface of the 
kidney became pale while simultaneously the stream 
of blood in the renal vein was intensely red. More 
detailed study demonstrated that the ischemia, or 
reduced blood flow, was more prominent in the outer 
cortex. These observations were interpreted as a 
diversion of the renal circulation from the cortex to 
the medulla by a short-circuiting route; it was believed 
that the radiopaque material followed this path as an 
alternative renal circulation. Additional proof of this 
shunt was obtained from the anatomic ditierences 
between the cortical and the medullary vascular supply 
as derived from the renal efferent arterioles. Similar 
results were obtained by stimulation of the central end 
of the divided sciatic nerve, and mediation of reduced 
cortical flow through a neurovascular mechanism could 
be postulated. 

The experimental injection of staphylococcus toxins 
in animals produced equivalent results; that is, vaso- 
spasm of renal cortical arteries, diversion of the renal 
circulation through the medulla and, after twenty-four 
hours, necrosis of the cortex. 

This work indicated that the oliguria or anuria due 
to crushing injuries results from diversion of the renal 
cortical circulation to a degree which lowers the intra- 
glomerular filtration pressure. The cause could be a 
neurovascular mechanism dependent on humoral vaso- 
constrictors released from ischemic tissue, or these 
hypothetic chemicals might act directly on the vascular 
structures. 

Eggleton,’* in experimental production of the crush 
syndrome in the cat by prolonged ischemia, noted that 
rapid restoration of the circulation in the ischemic limb 
would depress renal function as evaluated by urea cleat- 
ance determinations. If the reestablishment of the cir- 
culation was gradual, there was no reduction in urea 
clearance, provided that hepatic function was normal. 
In those experiments in which the function of the liver 
was eliminated (clamping of the hepatic artery just 
prior to gradual release of the limb), there was a depres- 
sion of urea clearance comparable to that occurring 
sudden release of the tourniquet. This suggested tha 
a toxic product is formed during ischemia, which, if 
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slowly liberated into the blood stream, can be detoxified 
by the intact liver, thus sparing the renal circulation. 
Eggleton '** also produced an extract from ischemic 
muscle or undamaged normal muscle (four to ten hours 
aiter death of the animal) which depressed urea clear- 
ance when injected into animals. In explanation she 
quoted the work of Bergmann and Fruton '® (1941), 
“who suggested the toxic material might well be an 
early breakdown product of protein, formed only during 
strict long continued anaerobiasis and never during 
norma! aerobic protein catabolism in the cell.” 

In our cases it is probable that the theoretic sub- 
. had origin in the retained placental tissue. These 


stance 
products may be derived from the areas of dead and 
dying placental tissue in various stages of lysis and may 
be absorbed into the circulation which persists in the 
living portions. Young *° has long considered this to 
be th explanation of renal failure associated with 
retrop|icental hemorrhage in premature separation of 
the pl.centa and in certain cases with eclamptic phe- 


nome‘. 
Sine it has been demonstrated that severe septicemia 
duce diversion of renal flow, as shown by 


can 
Truet staphylococcic toxin experiment, this also 
must | considered as a factor in the pathogenesis of 
oliguri. in septic abortion. In this connection necrotic 
and pa: ‘ally necrotic placental tissue may serve merely 
as a ure medium for bacterial growth and toxin 
production. It is also possible that both factors—a 
hypot! vasoconstrictive humoral substance from 
ischemic placenta and toxins from invading bacteria— 
might, hy a synergistic effect, act on a susceptible neu- 


rovascular mechanism to produce reduced cortical flow, 


a result not obtainable by either acting separately. The 
role of hacterial toxins may be that of producing hepatic 
damage sufficient to produce hepatocellular dysfunction 


and inability to detoxify circulating placental products. 
These substances then would be free to act unfavorably 
on the kidneys. If this is the case, it constitutes a 
clinical application of Eggleton’s '* studies. 

It is difficult to explain the anemia in case 1, which 
appeared to be severer than the relative anemia of 
pregnancy and more than that which a moderate vaginal 
hemorrhage would produce. This patient may have 
had secondary anemia prior to the abortion. However, 
acute hemolytic anemia is frequently observed in sep- 
ticemia. In the material studied by Humphrey and 
Jones ° anemia was a constant feature. However, none 
of their cases was complicated by generalized septi- 
cemia. There was no evidence of hemolytic activity or 
deposition of hemosiderin in reticuloendothelial cells in 
either of our first 2 cases. Nevertheless, it does not 
seem justifiable to exclude completely a hemolytic com- 
ponent as a contributing factor in the pathogenesis of 
latal oliguria. This position is supported by the dem- 
onstration of mild hemolytic activity in the third case. 
By the use of special stains a positive iron reaction, 
indicative of hemoglobinemia, was produced in both 
liver and spleen. As previously stated, the septic state 
may have precipitated this condition or the hemolytic 
phenomenon *® might have been a side effect of the 
postulated vasoconstrictor substance derived from the 
Placenta. In sufficient concentration nemoglobinemia 
could be the initiating factor in vasoconstrictive renal 


ischemia ; in lesser amounts its effect would be con- 
tributory, 
See 
ad. Bergmann, M., and Fruton, J. 3.3 


ances-Enzymol. 1: 63-98, 1941 
20. Young, J.: 
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Consideration of individual susceptibility to circulat- 
ing chemical substances is essential, because oliguria 
foliowing abortion is rare although abortion itself is a 
common occurrence. A state of generalized septicemia 
appears to be a prerequisite for the production of fatal 
oliguria after abortion. 

What, then, is the relation between the lower nephron 
syndrome and symmetric cortical necrosis of the kid- 
neys? Over half the cases of cortical necrosis, as 
reported in the literature, are related to obstetric abnor- 
malities, and most reviews incriminate a placental fac- 
tor in the pathogenesis of this lesion. Cortical necrosis 
may be considered a severer stage of lower nephron 
nephrosis, differing in the degree of cortical ischemia. 
With this lesion not only is intraglomerular pressure 
reduced below the level of optimum function but the 
blood supply is actually insufficient to meet the needs of 
cortical nutrition. A quantitative factor, either the 
amount of circulating toxins or the intensity of indi- 
vidual neurovascular response, may decide the morpho- 
logic pattern in these two conditions. The complete 
cessation of cortical flow would prevent hemal elements 
from passing through the glomeruli in quantity ; there- 
fore, pigmented casts would not be deposited in the 
tubules. Cortical necrosis is observed later in preg- 
nancy, when the amount of toxin, which is absorbed, 
may be greater. 

The histopathologic changes in the lower nephron 
syndrome, with emphasis on simple retrogressive 
changes such as simple necrosis in the distal convoluted 
tubules and the thick limb of Henle, can be accounted 
for by the deficient cortical vascular supply in partial 
renal ischemia. The loop of Henle and the collecting 
tubules, as shown by Trueta,'’ receive nutrient blood 
directly from efferent arterioles. In contrast, the prox- 
imal and distal convoluted tubules adjacent to the glo- 
meruli receive blood which has already passed through 
the cortical intertubular capillary bed and thus contains 
less oxygen. 

From a therapeutic point of view it appears that 
early evacuation of the uterus is indicated in nonseptic 
abortion associated with oliguria. Similarly, in septic 
abortion it should be to the patient’s advantage to have 
retained placental tissue removed as soon as operability 
is established. This is considered of prime importance 
to promote reversal of oliguria or anuria, provided that 
they are already present, and to prevent the develop- 
ment of the degree of renal impairment which they 
signily. 

SUMMARY 


AND CONCLUSIONS 


In 3 patients who died subsequent to septic abortion 
the clinical and histopathologic features of lower neph- 
ron nephrosis were observed. Fatal lower nephron 
nephrosis appears to be a comparatively rare com- 
plication of abortion, considering the number of persons 
exposed to this risk. Its development may depend on 
a hypothetic precipitating factor (nephrotoxic sub- 
stance) derived from dead or dying placental tissue. 
This product in association with the septic state, per- 
haps synergistically, may initiate renal ischemia in sus- 
ceptible persons. 

Evacuation of the uterus, when the time of interven- 
tion is in accordance with surgical operability, may ren- 
der the prognosis more favorable in septic abortion 
complicated by renal impairment. 

Lower nephron nephrosis following abortion may be 
a clinical factor more commonly than the literature indi- 
cates at present. 
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BLACK HAIRY TONGUE ASSOCIATED 
WITH PENICILLIN THERAPY 





SAMUEL A. WOLFSON, M.D. 
Los Angeles 


Local reactions from the use of oral penicillin 
(glossitis, stomatitis and vesicular cheilitis) have fre- 
quently been described. However, another type of reac- 
tion has been reported in the foreign literaure * but not 
in the American journals. The condition itself, black 
hairy tongue, has been known for many years, but its 
association with penicillin therapy is of recent note. | 
have observed this reaction to penicillin and believe that 
it is of sufficient interest to be documented. 


REPORT OF CASES 

Case 1—In January 1948 a white woman aged 37 had been 
using penicillin lozenges for a sore throat. Discoloration of 
the tongue was observed a few days later. She was examined 
on the eighth day, at which time the tongue presented a velvety 
appearance and was brownish black on its medial and posterior 
portions. The filiform papillae were hypertrophied and bent 
like the nap of wet, heavy velvet when stroked with a tongue 
blade. The discoloration gradually cleared, and there has been 
no recurrence. The significance of the occurrence was not 
realized at the time. 

Case 2.—A white man aged 59, who had been admitted 
repeatedly to the Wadsworth General Hospital for treatment 
of bronchitis, was admitted again on July 12, 1948 for treat- 
ment of the same condition. Penicillin had not been used 
previously, but aerosol penicillin was administered on _ this 
admission. A black hairy condition of the tongue developed. 
No note was made of the date on which the discoloration 
first appeared. Penicillin therapy was discontinued. The tongue 
was treated with 50 per cent trichloracetic acid, and the abnor- 
mality cleared completely (fig. 1). The patient had subsequent 
admissions, at which times the tongue was normal. 

Case 3—A white man aged 59 was admitted to the Wads- 
worth General Hospital on Aug. 12, 1948 for treatment of 
bronchitis and pneumonitis. The pneumonia cleared following 
the intramuscular injection of 50,000 units of penicillin every 
three hours for eight days (Aug. 12 to 20, 1948). However, 
the bronchitis persisted and aerosol penicillin, 50,000 units twice 
a day, was administered from September 15 to 30. No note 
was made of the time when the discoloration first appeared, 
but typical black tongue was seen on September 23, after 
eight days of therapy. The color was a greenish black and 
involved the back, medial furrow and pads but not the tip 
or sides of the tongue (fig. 2). Filaments teased from the 
tongue resembled, morphologically, the filiform papillae of 
black hairy tongue. In addition, Candida was cultured from the 
tongue scrapings. The tongue returned to normal when penicil- 
lin therapy was discontinued. The patient was last examined 
on April 30, 1949, at which time the tongue was still normal. 

Case 4.—A white woman aged 34 had used penicillin troches 
for five days, omitted them for four days and resumed taking 
them for two more days. The tongue showed discoloration 
after the first five days and became progressively darker. She 
was seen on April 19, 1949, five days after all therapy had 
been discontinued. The filiform papillae of the posterior, medial 
and pad portions of the tongue were hypertrophied and had 
a heavy dark brown color and plushlike appearance. Warm, 





Cases 1 and 4 are from the private records of the author. 

From the medical service, Wadsworth General Hospital, Veterans 
Administration 

Published with permission of the Chief Medical Director, Department 
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responsibility for the opinions expressed or conclusions drawn by the author. 
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recommended. The patient was seen periodically, and the tongue 
was normal again by May 14, 1949. 


COMMENT 

Etiologic Basis.—Black hairy tongue is an uncommon 
disease of unknown causation, although it is thought 
in some instances to be due to a congenital abnormality 
which develops in later life. Prinz and Greenbaum? 
have expressed their belief that “it is due to some 
constitutional state in the form of a trophoneurotic dis- 
turbance which electively predisposes the surface of the 
tongue to irritation by specific substances.” Histologi- 
cally, the filiform papillae are hypertrophic and hyper- 
keratotic and are the origin of hairlike filaments that 
may grow as long as % inch (1.27 cm.). The papillae 
become densely matted, and deposition of pigment takes 
place. The papillae may become covered by accumu- 
lations of bacteria and molds, which are part of the 
normal flora of the mouth. The pigment is considered 
to be derived from food, wines, tobacco, drugs such 
as iron and mercury and mouth washes that contain 
oxidizing or reducing chemicals.* According to 
Lederer,® the condition is frequently associated with an 
unhygienic mouth. Primarily, however, the pigment 
originates in a local chemical reaction between the 
decomposition products of food debris and the iron 
present in the minute quantity of blood that can be 
found almost all of the time near the free margins 
of the gums and between the teeth. It should be pointed 
out that the patients of this report were not heavy 
users of tobacco, had not been using strong mouth 
preparations or medicaments and were considered to 
have good oral hygiene. 

Black tongue has also been caused by the filamentous 
myceliums of actinomycosis which have been cultured 
from the tongue.* 

Cross '” estimates that discoloration of the tongue 
constitutes at least 30 per cent of all oral reactions in 
patients taking oral penicillin. The discoloration appears 
as early as two days, as late as nine days and on an 
average of four days following the use of penicillin. It 
is a pigmentation of the filiform papillae and involves 
principally the back of the tongue, the central furrow 
and portions of the pads, leaving the sides and tip 
unaffected (fig. 2). The color varies from yellowish 
brown to black 

Mode of Action of Penicillin—The manner in which 
the penicillin acts is uncertain. Bedford’s '* impression 
was that the discoloration was due to either a fungus oF 
a chromogenic bacterial growth which followed the 
inhibitory action of penicillin on the usual flora of the 
mouth, which in turn act as inhibitors of other organ- 
isms. However, Cross” failed to recover fungi of 
chromogenic bacteria. 

Ellinger and Shattock ' studied the urinary nicotin- 
amide output and found it greatly diminished under oral 
penicillin therapy. They thought that penicillin inhibited 
the growth of intestinal organisms involved in the syn- 
thesis of nicotinamide and that the oral reaction was 
related to a deficiency of this vitamin. However, they 
also considered local contact to be an important factor. 
In order to test the theory of nicotinamide deficiency, 
Cross ™ treated a number of patients with oral 
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BLACK HAIRY 
plus nicotinamide and observed that discoloration of the 
tongue developed in 20 per cent of the group. 

Irritation from the lozenge base was investigated, but 
the use of lozenges consisting only of base did not pro- 
duce a reaction. Certainly no such possibility existed in 
the 2 patients herein reported, who were treated with 
aerosol penicillin. 














Fig ise 2).—Appearance of tongue after the application of 50 per 
cent tr racetic acid. Residuals of the black tongue are still evident. 
The dis ration subsequently cleared completely. 


Lastly, individual sensitivity to one or more forms of 
penicillin or their impurities has received attention. In 
this study I did not subject any patient to another 
course of penicillin in an attempt to reproduce the condi- 
tion. (Ine of Ackers’™ patients willingly took peni- 
cillin after the tongue had cleared. Black tongue 
developed again and cleared once more in about three 
weeks. In view of the experience with other local 
itritants, such as sodium perborate and tobacco, the 
most likely cause would appear to be the irritating action 
of the antibiotic. However, that would not explain a 
most interesting feature described by Lahiri.’* His 
patient received 50,000 units of penicillin intramuscu- 
larly every three hours for a total dosage of 500,000 
units. Six hours after the last injection the patient 
noticed that his tongue was black and covered with 
black fur. When observed again twelve hours later the 
fur was gone and the tongue looked perfectly normal. 
If penicillin was the offending agent then it could only 
have acted directly through the blood stream, because, 
as demonstrated by Rammelkamp and Keefer,’ peni- 
cillin does not appear in the saliva following intrave- 
nous administration. That does not necessarily imply 
that penicillin cannot act as an irritant in a limited 
predisposed area via the blood stream. The fact that 
the tongue cleared in the course of only twelve hours is 
also exceedingly surprising in view of other observations. 
In case 3 of this report the patient had had intramuscu- 
lar injections of penicillin every three hours for eight 
tays without the development of black tongue; and yet 
when aerosol penicillin therapy was started twenty-five 
fays later, black tongue was noted on the eighth day 
ot therapy. If penicillin can act via the blood stream, 
why did it not do so on a tongue that reacted so readily 
nn 
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to oral administration of the agent? Perhaps future 
reports will confirm Lahiri’s observation. 

Histologic examinations have not been made of the 
tongues with discoloration due to penicillin. Clinically 
the hypertrophy of the filiform papillae is moderate ; 
perhaps the absence of a severe and advanced form is 
what accounts for the ease of its resolution and its non- 
recurrence. It may be that the more stubborn and 
chronic form would develop under prolonged and 
repeated use of penicillin. 

Therapy.—tThere is no specific therapy for removal 
of the discoloration due to penicillin from the tongue. 
Cross '» noted in many instances that the oral cavity 
either became sterile or contained coliform organisms, 
and that the change usually took place in forty-eight 
hours. He reasoned and cautioned that oral treatment 
with penicillin should be limited to that period if black 
tongue is to be avoided. Once the discoloration has 
developed it can be reversed by interrupting the peni- 
cillin therapy. The tongue will return to its normal 
state in about one month. Adjunctive treatment with 
mouth washes and rinses is of doubtful value. In 
case 2 treatment with 50 per cent trichloracetic acid 
was initiated, but in the light of later experiences this 
should not have been necessary. Naturally, any com- 
pound containing strong oxidizing or reducing agents 
which may act as irritants should be avoided. In the 
remainder of the patients the condition resolved fairly 
rapidly when penicillin therapy was discontinued. This 
and the absence of recurrences are strong evidence that 
penicillin plays a role in the production of the black 
tongue, albeit the manner in which it acts is still 
uncertain. 

Prevalence of Condition—It is interesting that 
Cross '® noted discoloration of the tongue in 20 per 
cent of a group being observed for that specific effect. 
I am sure that that figure will prove not to be too high 
if careful observations are made in all persons using 








Fig. 2 (case 3).—Involvement of the posterior, medial and pad portions 
of the tongue with the sides and tip remaining clear. The posterior portion 
was most heavily involved but could not be adequately photographed. The 
discoloration resolved completely. 


penicillin, particularly oral preparations. About two 
years ago a physician called attention to a discoloration 
of his tongue during the administration of aerosol peni- 
cillin. The discoloration was considered just a coating 
and was attributed to the illness for which he was being 
treated. The tongue cleared and has remained normal. 
In retrospect, the discoloration of his tongue was due 
to penicillin. I feel certain that many discolored 
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tongues are seen; however, the manifestation is not 
recognized as due to penicillin but attributed to the 
associated illness. On the tongues of lighter coloration 
the condition could easily escape detection. Undoubt- 
edly, the manifestation will be more frequently recog- 
nized as its association with penicillin becomes more 
widely known. 
SUMMARY AND CONCLUSIONS 

Four cases of black hairy tongue associated with 
penicillin therapy are reported. The opinions of previ- 
ous observers regarding the possible modes of action 
of the penicillin are discussed; however, the precise 
mechanism of its action is yet to be demonstrated. 
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THE COLD PERMANENT HAIR-WAVING PROCESS 
A Dermatologic and Clinical Study 
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With the assistance of Jerome Kaufman, M.D.; Herbert Fishbein, M.D., and 
Willard F. Greenwald, B.S., Ch.E., New York 


This report concerns the effects of certain cold wave 
lotions on the health of 1,200 persons who volunteered 
for tests of these products. Millions of people are 
exposed to such chemicals. The 1,200 persons included 
normal persons and some with various skin diseases; 
persons without any known contact with cold waving 
lotions, as well as a great number subject to prolonged 
previous contact. The main active ingredient in cold 
waving lotions is ammonium thioglycolate. The mate- 
rial employed in these tests was Toni Home Wave. 
Because the chemical reactivity of cold waving lotions 
is affected by the concentration of ammonia and 
ammonium thioglycolate, by the alkalinity (py) and 
by the type and amount of wetting agent used, the data 
here reported cannot be applied to lotions containing 
ammonium thioglycolate with different concentrations 
of the adjuvants. 

Previous reports on the medical aspects of cold wav- 
ing lotions are meager and replete with contradictions 
and equivocations. A summary of the dermatologic 
reports is shown in table 1. 


EXPERIMENTAL DATA 


Patch tests were employed in the evaluation of 
cutaneous irritation and sensitization. The test mate- 
rials included the commercial cold waving lotion, fresh 
and shelf-aged for a year; a 2 per cent solution of 
potassium bromate (neutralizer); mixtures of lotion 








Dr. Behrman is assistant clinical professor of dermatology and 
Dr. Combes is professor of dermatology at New York University College 
of Medicine; Dr. Mulinos is professor of pharmacology at New York 
Medical College. From the Department of Dermatology, Bellevue Hos- 
pital, service of Dr. Frank C. Combes. 

This article has been abbreviated in Tue JourNnat. The complete article 
and tabular data may be found in the authors’ reprints. 

This investigation was aided by a grant from the Toni Company, Chi- 
cago. A sample was submitted to Foster D. Snell Laboratories for chem- 
ical analysis. They reported as follows: The waving lotion, pu 9.21, 
contained ammonia by titration 0.86 per cent and thioglycolates (as thiogly- 
colic acid) 4.61 per cent. The neutralizer gave positive tests for potassium 
and bromate (label states, “...contains- potassium bromate’’). 
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and neutralizer in varying proportions, and solutions of 
ammonium thioglycollate at py 9.2 and concentrations 
of 0.5, 1.0 and 1.5 normal for the determination of 
primary irritation. By the use of adequate numbers of 
paired patch tests on subjects with (a) no known 
previous contact with cold waving solutions, and (b) 
varying contact with the solutions; by the retesting of 
each subject within two to four weeks, and by inter- 
preting the results in conjunction with a large body 
of data obtained under conditions of actual use of the 
waving solution, we conclude that these solutions have 
a low degree of irritancy, even when used in concen- 
trations triple that used in practice, and a negligible 
power of sensitization. 

Paired patch tests with the various cold waving solu- 
tions were performed at Bellevue Hospital on 286 
patients (143 women, 143 men) with varous cutaneous 
diseases such as fungous infections (63), eczematous 
dermatitis (61) and others (162). One patient 
exhibited a weakly positive unilateral reaction but was 
unavailable for retest. Retesting 109 of the remainder 
twenty to forty days later yielded two weak reactions, 
one unilateral and the other bilateral. The latter was 
negative on a second retest. Tests including a lock of 
hair under the patch with the wave lotion did not 
result in reactions. Variation in the size of the patch 


, 


from the usual 44 inch to % inch and 1 inch (0.64 cm. 
to 1.27 and 2.54 cm.) did not affect the incidence of 
reactions. 

Subjects with varying known contact with the cold 
waving solutions were available in St. Paul. The 
incidence of contact of these subjects with the various 
waving materials is shown in table 2. Included in the 
total of 931 subjects were 441 factory workers, some 
of whom were in daily and intimate contact with the 
chemicals. A careful study of the turnover rate of 
employment of this group showed it to be commensu- 
rate with the general rate of the locality. Furthermore, 
close questioning of employees who had resigned did 
not reveal any obvious connection between the reasons 
given for resigning and the degree of contact with the 
cold-waving chemicals during employment. 

Paired patch tests were carried out on 863 of these 
subjects. The incidence of reaction is given in detail 
in table 3. Of the 16 initially positive reactions (of 
which 2 were 2 plus, all others being less), 2 were 
positive on retest and 1 was not retested. One of the 
reactors was a male factory worker who was exposed 
constantly during work to the cold wave chemicals. 
This constituted an incidence of 0.26 per cent in the 
390 members of the factory group who had varying 
contact with the lotions. The other reactor to patch 
tests had had five cold waves without any reaction. 
Statistically this gave an incidence of 0.3 per cent 
among the 345 women who had had contact only dur- 
ing the administration of a cold wave permanent. None 
reacted to the neutralizer solution. 

Thorough examination of the scalp of 174 subjects 
undergoing actual waves with the commercial waving 
materials was made (G. W.). Each of these women 
had had previously from one to twenty cold waves. 
Preliminary examination revealed excoriations 
seborrheic dermatitis in 29 of these women. Sih 

Adverse effects were not seen either immediately 
or one week following the cold wave. Areas of 
erythema ascribable to hair pulls or overheating * by 
the dryer disappeared within a day or two. During 





te: 
ex 
ge 
to 


Wi 
in 
cli 


sta 
eXe 
wel 
tac 
alb 
and 
urit 


alb 
mer 
lotic 


eXal 
sign 








ts 


‘a? Ba 


a= SM. 





Votume 140 THE COLD WAVE PROCESS—BEHRMAN ET AL. 1209 


NumpBer 15 


these tests, the beauty clinic operators were instructed 
to insure thorough wetting of the scalp with the waving 
lotion, in order to circumvent any criticism that expert 
care could in any way modify the results. Further- 
more, the careful records of the beauty clinic on many 
thousands of cases lend further support to the results 
on this smaller group. 

Clinical studies to ascertain the presence of any 
systemic manifestations of toxicity were performed on 
this group of heavily exposed persons. Toxicologic 
evidence on animals! shows, and one clinical report ° 
alleges hepatotoxic effects from the cold waving solu- 
tion, while ingestion of the neutralizer may result in 
nephrotoxic manifestations.* 

Of the 441 factory employees subjected to patch test- 
ing, 226 permitted the performance of complete labora- 
tory studies. This group included 72 persons in daily 
intimate contact with the waving lotions and chemicals. 
The laboratory studies comprised a complete blood 
examination including determination of hemoglobin 
concentration, erythrocyte, leukocyte and leukocyte dif- 
ferential counts, an examination of the blood smear for 
abnormal cells and an estimation of the number of 
platelets. The urine was examined for albumin and 
reduciiig substances, and the sediment was examined 
microscopically. Tests for hepatic function, consisting 
of the cephalin cholesterol flocculation, prothrombin 
time and icteric index, were made. 

Various deviations from the normal for one or more 
of these tests were obtained in 51 subjects. Of the 51, 
43 permitted complete physical examination and the 
recording of a detailed medical history. Those who 
manifesied any deviation from the normal in the liver 
junction tests were subjected to the following additional 
tests: the thymol turbidity, sulfobromophthalein sodium 
excretion, the twenty-four hour excretion of urobilino- 
gen and of coproporphyrin, the prothrombin response 
to vitamin K and a blood Wassermann determination. 

The results of the blood examination were well 
within normal limits, the distribution, as exemplified 
in the accompanying chart, being that seen in general 
clinical practice in the St. Paul area. 

Urinalysis revealed the presence of reducing sub- 
stance (glycosuria) in 8 of the 226 persons so 
examined, 2 of whom were positive on repeat tests and 
were found to have diabetes mellitus unrelated to con- 
tact with the chemicals. Less than 1 plus reaction for 
albumin was found in the voided urine of 15 women 
and 4 men. On retesting 13 of these subjects, the 
urine of 12 gave negative reactions to albumin and of 
: gave a faint trace. In 1 man the urine gave a 

2 plus reaction for albumin, but he gave a history of 
Seminuria existing long before his present employ- 
ment, which required daily contact with the waving 
lotion. The tests for liver function were performed 
on all these subjects with negative results. Microscopic 
examination of the urine did not reveal findings of 
significance to this investigation. 

The icteric index was within the normal limits of 
+to 6 units. The prothrombin time was elevated in 
10 of the subjects. Nine of these submitted to a most 
complete medical examination, including vitamin K 
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: 4 Thompson, H. C., and Westfall, S. W.: Potassium Bromate Poison- 
re Report of a Case Due to Ingestion of a “Cold Wave” Neutralizer, 
ediat. 34: 362-364 (March) 1949. 






























































response tests, sulfobromophthalein sodium retention 
tests and urobilinogen and coproporphyrin excretion 
studies. Results of all tests were within normal limits ; 
hence, the origin of the elevation in prothrombin time 
was not revealed, and it was considered as a spon- 
taneous deviation. 

The cephalin flocculation tests never exceeded a 
1 plus reaction in 24 hours or a 2 plus reaction in 
48 hours and were considered as being within normal 
limits. The results are summarized in table 4. 

Thymol turbidity examination of 13 subjects who 
had a 2 plus reaction with the cephalin flocculation test 
showed 2 subjects with a value of 5 units and 1 with 
6.8 units. These figures are considered to be within 
normal limits.* 

Physical examination was given to 43 of the 51 sub- 
jects who showed any deviation whatever from the 
normal on any of 
the laboratory tests. 
In interpreting the ro) 
paucity of positive 
results, it should be ss 
noted that these ” 
men and women 
were substantially 
healthy persons em- 
ployed at their vari- 
ous tasks. A few = 
manifested some of 
the usual variety of 
abnormalities which 
would be encoun- 
tered in any series 
of routine physical 
examinations of 
asymptomatic sub- 6 
jects. In no in- 


stance did either "| 
. UY °F 
the history or the ea Z 
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expected in the 
presence of disease of the liver, the kidneys or the 
hematopoietic system. 


CONCLUSIONS 
1. On the basis of these studies, cold wave prepa- 
rations used in this investigation exhibited a low level 
of cutaneous irritation. 
These preparations show a low sensitizing poten- 
tial. Cutaneous reactions from contact with or exposure 
to these materials are of a negligible incidence. 


3. In the literature attention has been directed to 
toxic manifestations, primarily, of a hepatotoxic nature, 
resulting from the use of cold wave preparations. Care- 
ful and intensive studies of a clinical and laboratory 
nature do not support the contention that toxic mani- 
festations result from the use of cold wave preparations. 
Evidence of systemic toxicity from frequent exposure 
to the cold waving solutions tested was not found. 


4. Cold wave lotions of the composition set forth in 
this paper are safe for general use. 
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CONGENITAL DEFECTS FOLLOWING 
MATERNAL RUBELLA 


STUART ABEL, M.D. 
and 


THEODORE R. VAN DELLEN, M.D. 
Chicago 


Gregg ' in 1941 was the first to suggest a relation- 
ship between maternal rubella and congenital defects in 
the child. He studied 78 cases of congenital cataract 
associated with cardiac or other lesions and in 68 
obtained a maternal history of rubella during preg- 
nancy. Since this initial work in Australia, many 
reports have appeared on this subject. Various con- 
genital defects, particularly cataracts, cardiac malfor- 
mations and deafness have been reported. Mental 
retardation, hypospadias, talipes equinovarus, under- 
development, difficult feeding problems and dental 
abnormalities also have been mentioned. 

Further studies disclosed that rubella in the mother 
first trimester of pregnancy is most likely 
to affect the child. Swan,’ Evans * and their Australian 
colleagues followed Gregg’s lead and concluded that 
congenital defects resulted in 100 per cent of babies 
born to mothers having rubella in the first two months 
of pregnancy and 50 per cent of children born to women 
who had the disease in the third month. Subsequent 
studies by others have revealed that the chance of an 
infant’s developing such a defect is perhaps not as high 
as early reports would indicate, although Conte's * recent 
review of the available data shows a startling correla- 
tion with results in earlier studies. This review includes 
134 which maternal rubella was followed by 
congenital abnormalities. In all but 3 instances rubella 
appeared in the first trimester of pregnancy. Con- 
genital cataracts, congenital heart disease and mental 
retardation were the chief defects. Twenty cases of 
maternal rubella without congenital malformation in 
the infant are included in Conte’s survey; in 4 rubella 
struck in the third month and in the remaining 16 cases, 
aiter the first trimester. Conte adds 5 cases of maternal 
rubella from his own files following response to a ques- 
tionnaire ; congenital defects (ocular, cardiac and men- 
tal) resulted in the offspring in all cases. Four of 
these mothers acquired the disease in the first trimester, 
and the fifth had it in the seventh month. From 
another questionnaire sent to the mothers of 120 con- 
genitally malformed children, Conte found that 4.2 per 
cent gave a history of rubella during pregnancy, a 
percentage figure ten times the actual case rate of 
maternal rubella for the childbearing age group in the 
population at large. 


during the 


cases 


To start with the defective child and then to attempt 
to establish a history of maternal rubella is perhaps to 


Department of Obstetrics and Gynecology (Dr. Abel) and 
Medicine (Dr. Van Dellen), Northwestern University 
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put the cart before the horse. While such studies shed 
light on the problem and are of some value, they are 
subject to limitations. Much of the early work was 
conducted in this manner and is of necessity retrospec- 
tive. The fundamental problem under consideration is 
not what percentage of congenital defects are the result 
of rubella but rather what percentage of mothers acquir- 
ing the disease during pregnancy give birth to children 
with congenital defects. 

Scant data are available on the percentage of women 
who had rubella during pregnancy, especially the first 
trimester, who subsequently gave birth to normal chil- 
dren. Fox and Bortin® attempted to determine the 
numerical probability of congenital anomalies following 
rubella during pregnancy. They found that of 152 
married women who contracted rubella in Milwaukee, 
Wis., during the period 1942-1944, 11 had the malady 
during pregnancy; 5 during the first two months, 4 
during the third and fourth months, 1 in the seventh 
month and 1 in the ninth month. One of the five who 
contracted the disease in the first two months of preg- 
nancy subsequently had a stillborn infant. The remain- 
ing 10 had normal children. 

Aycock and Ingalls® investigated 1,300 cases of 
rubella in Massachusetts and found that 4 occurred 
during pregnancy. Two were in the second month, | 
in the fourth and 1 in the ninth. One baby whose 
mother had rubella in the second month exhibited evi- 
dence of mental retardation. The other 3 were normal. 


Questionnaires were sent by Ober, Horton and 
Feemster * to women between 17 and 49 years of age 
who had rubella in 1943 as reported to the Boston 
Department of Public Health. Fifty-four of some 3,000 
women reported that they had contracted the disease 
while pregnant. Infants with abnormalities were 
observed in 8 of these cases and abortions or stillbirths 
in 9. Eleven of the 17 abnormal pregnancies were in 
women who contracted rubella during the first tri- 
mester. Since 22 of the group of 54 pregnant women 
suffered from the disease in the first trimester, the Il 
abnormal pregnancies from this total of 22 represents 
an incidence of 50 per cent lost or defective. 

In response to another type of questionnaire sent by 
the same workers, of 9 pregnancies complicated by 
rubella physicians reported that only 3 produced normal 
infants. Eight of the 9 women contracted rubella in 
the first trimester.’ 

METHOD 

This study was made in the hope that the accumu- 
lated data might be helpful as an index of the numerical 
probability of congenital defects in children born of 
mothers who had rubella during pregnancy. A request 
was made to all such women through the facilities of a 
syndicated health column. They were asked to indicate 
the period of gestation in which the ailment ap 
and the outcome relative to the child. In this way tt 
was hoped to ascertain how many normal and how 
many abnormal youngsters were delivered. 








5. Fox, M. J., and Bortin, M. M.: Rubella in Pregnancy Causing 
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ANALYSIS OF DATA 

The figures in tables 1 and 2 include information 
received in eighty-two letters concerning 84 babies. 
(There were two sets of twins.) Three children were 
stillborn; all the mothers had the disease in the first 
trimester of pregnancy. Of the 81 living children, 25 
were normal and 56 were abnormal. The accumulated 
data are shown in terms of the several defects reported 
with reference to the trimester in which the mother 
acquired rubella. 

Of the 56 living abnormal infants, 36 had a single 
defect and 20 had multiple defects. It is interesting to 
note that in 18 of the latter instances, the mother had 
the disease in the first trimester. In histories of 44 
(78.6 per cent) of the abnormal living infants, the 
mother told of having rubella in the first trimester ; the 
mothers of 8 infants (14.3 per cent) acquired the dis- 
ease i the second trimester ; in 1 questionable case (1.8 


laste 1—Effect of Maternal Rubella on Outcome 
of Pregnancy 








Trimester of Pregnancy Stage of 
-— aH OO Cestation 
First Second Third Unknown 





Pot al. .cccccocsceccesscececccesecss 4 19 8 3 
WOCMGL, sc cccccovdeseccacccsanceces 7 ll 7 0 
\l Mesa ccisecoscessesecteeees 44 8 1* 3 
Sti POR vencdoncssscesesesscses 3 0 0 0 
M ple anomalies..........ssce0 18 1 1 
* Thi. child had cerebral infantile diataxia probably not associated 
with maternal rubella, 


Tal 2— Relation of Congenital Defects After Rubella 
to Trimester of Pregnancy 








Trimester Stage of 
e—_—_———————.. Gestation 


First Second Third Unknown 


Cater nctiiescoccccssesecssocsvecess 17 0 0 0 
Congenital heart disease.......... 17 1 0 1 
OR ROR. cccccheeddtasseuietest 12 1 0 1 
Malformed teethi......ccccccccosece 3 2 0 0 
Beata) Ce ic csicnctiusnavecneten 7 0 0 0 
Spina bifida and hydrocephalus * 3 0 0 0 
Congenital gastrointestinal 

Ge Te Rinsec cin0cescstacansnaes 2 1 0 0 
Bg EL NO EE ee 1 2 0 1 
SmnceOU, . vevncalidnsknkvenae ll 2 0 1 








*There was 1 additional infant with spina bifida alone (first 
trimester). 


per cent) it was acquired in the last trimester. In 3 
cases (5.3 per cent) the period of gestation was 
unknown. 

The defects described in order of frequency were con- 

genital heart disease (19), congenital cataracts (17), 
deafness (14), mental deficiency (7) and malformed 
teeth (5). Gastrointestinal, spinal and skeletal defects 
occurred in lesser numbers. 
_ The one abnormality reported as following rubella 
in the third trimester of pregnancy was cerebral palsy. 
This condition was not considered to be associated with 
the mother’s illness. 

In summary, 87 per cent of the babies born of mothers 
having rubella during the first trimester of pregnancy 
Were abnormal, as were 42 per cent of those born in 


arg trimester ; probably none in the third was 
rmal. 
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COM MENT 


It is realized that this method of collecting data has 
numerous drawbacks and limitations and that any evalu- 
ation of such statistics must be made with caution. 
The results reported in the many letters depend to a 
large degree on the patient’s memory. The accuracy 
of diagnosis in some instances is open to question. The 
proportion of normal to abnormal children is perhaps 
not strictly accurate because it is probable that some 
mothers with normal offspring either do not remember 
having had rubella or were not sufficiently impressed 
with the significance of the ailment to respond. The 
parent of a subsequently defective child is much more 
likely to respond. This is further substantiated by the 
fact that many of the mothers whose children were 
abnormal told of looking back into their pregnancy to 
search for a cause. The increased response by women 
having rubella in the first trimester is probably not 
indicative of a greater incidence of the disease during 
this time but rather a reflection of more pointed interest 
in this group in which abnormalities are more prone to 
occur. 


The data are nevertheless presented as is and cannot 
be disregarded totally because of the consistency and 
general agreement with the several reports in the litera- 
ture. The appearance of congenital heart disease, 
cataracts, deafness, mental deficiencies and malformed 
teeth in such large incidence is noteworthy, and the 
relationship to the occurrence of maternal rubella in 
the first trimester of pregnancy is striking. This is 
in keeping with previous reports and is surely sig- 
nificant. 

The caliber of the letters received was surprising and 
worthy of comment. The majority were written intel- 
ligently and included considerable detail. Only a few 
(10) were rejected because of incomplete and confusing 
facts. Many were written by persons with a profes- 
sional background. But accurate evaluation of this 
problem must await further study of cases in which the 
diagnosis has been established and the detail of subse- 
quent developments carefully recorded. 


However, in the light of the evidence that already 
has accumulated, one might question the propriety of 
permitting such results to accumulate in the future. At 
least the high percentage of congenital anomalies follow- 
ing maternal rubella in the first trimester is disturbing 
enough to warrant consideration of therapeutic curet- 
tage in these cases. The evidence in this article sup- 
ports those who advocate abortion, although such a 
recommendation must always be made with caution. 
The situation should be explained to all prospective 
parents, who must be given an opportunity to share in 
the responsibility of deciding whether or not the preg- 
nancy ought to be terminated. If the percentage of 
congenital defects is found to even approximate the 
figures that available reports indicate, the family and 
society in general would be better off if pregnancies in 
mothers having rubella in the first trimester were ter- 
minated early. 

SUMMARY 

1. Eighty-two letters concerning 84 babies are the 
basis for a survey to establish the incidence of normal 
and abnormal infants following maternal rubella with 
reference to the trimester in which the disease was 
acquired and the specific defects in the abnormal infants. 

2. The principal anomalies noted were congenital 
heart disease (19), congenital cataracts (17), deafness 
(14), mental deficiency (7) and malformed teeth (5). 
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3. Eighty-seven per cent of babies born of mothers 
having rubella in the first trimester were abnormal, 
42 per cent in the second and probably none in the third. 

The disadvantages and inaccuracies of the method 
and the data are admitted but the high percentage of 
abnormalities in children whose mothers had rubella 
the first trimester is significant of a correlation between 
congenital defects and maternal rubella. 

The advisability of therapeutic abortion is raised. 
\s yet no hard and fast rule can be made, and this 
important decision still awaits additional critical study. 
It is believed that all prospective parents should be 
acquainted with the background of the problem and 
given an opportunity to share in the din relative 
to curettage. 


Clinical Notes, Suggestions and 
New Instruments 


TRICHINOSIS AS A CAUSE OF MAJOR ARTERIAL 
THROMBOSIS 


JEROME A. COVEY, M.D 
Ridgewood, N. Y. 
JEREMIAH J. McMAHON, M.D. 
Roslyn, N. Y. 
and 


HARVEY L. MYERS, M.D. 
Cedarhurst, N. Y. 


\rteriosclerosis obiiterans and thromboangiitis obliterans are 
most commonly the causes of thrombosis in large arteries. Less 
frequently certain specific forms of arteritis due to syphilitic, 
rheumatic and acute infections, of which typhoid, typhus and 
influenza are examples, may result in thrombosis of major 
arteries in the lower extremities. Trauma, ergotism and cer- 
tain blood dyscrasias such as polycythemia vera! must also be 
considered in the etiologic analysis of arterial thrombosis. 
Nygaard and Brown ® describe idiopathic simple arterial throm- 
bosis. Such additional etiologic agencies as chronic ulcerative 
colitis, hypertensive cardiovascular disease and congestive fail- 
ure have been described in the literature as rare causes. 

lrichinosis has been considered as a_ potential source of 
arterial thrombosis. Kilduffe and others? describe a case of 
femoral arterial thrombosis resulting in gangrene and amputa- 
tion of an extremity about seventeen days after the onset of 
the disease. Dr. Kilduffe believed that the trichinosis and 
femoral arterial thrombosis in this case represented simply a 
fortuitous coincidence. Dr. Barbash, one of the junior authors, 
maintained that it was possible that a direct causal, although 
inexplicable, relation existed between the trichinosis and the 
circulatory occlusion. Thrombosis of small vessels in trichinosis 
is well established. However, references to major arterial 
thrombosis complicating trichinosis are infrequent. The follow- 
ing cases, one of which exhibited this relationship, are reported 
to further establish the fact that major arterial thrombosis may 
be a complication of trichinosis. 


REPORT OF CASES 

Case 1.—History and Course—Mrs. A. V., a white woman, 
aged 54, was admitted to the medical service of Queens General 
Hospital on April 15, 1947, complaining of abdominal pains of 
two weeks’ duration. The onset had been fairly sudden with 


Fro . Se Department of Medicine, Queens General Hospital, Jamaica, 
. Y¥., Dr. James R. Reuling, Director. 

l Allen, E. V., and Norman, L. L.: Am. Heart J. 13: 257-274 
(March) 1937. 
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3. Bargen, J. A., and Barker, N. W.: Extensive Arterial and Venous 
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4. Kilduffe, R. A.; Barbash, S., and Merendino, A. G.: Am. J. M. Sc. 
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epigastric pain followed by belching, diarrhea, nausea and vomit- 
ing. The pain was well localized and would come on about two 
hours after meals. A tarry stool was noted on one occasion two 
days before admission, but there was no blood in the vomitus, 
Increasing lassitude and fever had also been present. Physical 
examination revealed essentially normal conditions, and _ the 
true nature of the case did not become evident until the husband 
was hospitalized. The wife died several days before the husband. 

Case 2.—History—Mr. L .V., a white man aged 59, a fur 
cutter born in Hungary, entered the hospital complaining of 
sore throat, dyspnea and weakness. Two weeks prior to admis- 
sion he had a bout of severe diarrhea which lasted five days 
and left him extremely weak. The past and family histories 
were noncontributory. 

Physical Examination.—The patient was well developed and 
well nourished, alert and cooperative, although obviously acutely 
ill and weak. The blood pressure was 110 mm. of mercury 
systolic and 70 mm. diastolic. The respiratory rate was 24 per 
minute, and breathing was somewhat labored. The temperature 
was elevated to 103.2 F., and the pulse was regular in rate but 
rapid, 120 per minute. There were moist rales at the base of 
both lungs. The heart was not enlarged or displaced. No mur- 
murs or thrills were elicited. The abdomen was round, soft, 
nonrigid and nontender; the liver and spleen were not palpable. 
There was no edema of the face or extremities. There were 
no obvious areas of muscular tenderness. Except for hypo- 
active deep reflexes, the neurologic examination revealed nor- 
mal conditions. The ocular fundi were essentially normal, 
exhibiting only a moderate tortuosity of the vessels. Rectal 
examination revealed moderate prostatic hypertrophy. 

Course and Treatment.—During the first week of hospitaliza- 
tion there was a gradual decline in temperature but some 
increase in weakness. During the second week the temperature 
again began to rise. The patient complained of severe pain in 
the left calf and exhibited tenderness to pressure of the calf 
muscles and a positive Homan’s sign on the left. A circum- 
scribed swollen area with bluish discoloration of the skin 
appeared over the anterior surface of the left tibia. The left 
foot became cold and painful. The right lower extremity then 
also became pale and cold. The most distal palpable pulses in 
both lower extremities were those of the femoral arteries. Both 
legs became cold below the knees. The discolored area on the 
skin of the left leg increased in size rather rapidly. The 
administration of blood transfusions, penicillin, streptomycin and 
dicumarol® failed to avert gangrene. Within four days after 
the first appearance of the circumscribed area on the left leg, 
gangrene had developed in all the toes of the left foot. There 
was a line of demarcation just above the ankle. The patient's 
general condition deteriorated rapidly. Left supracondylar ampu- 
tation was considered, but it was believed that the patient could 
not survive such a procedure. The right foot then became 
mottled in addition to being cold, pale and painful as previously 
noted. Also at this time (the end of the second week) there 
appeared in the right ocular fundus multiple flame-shaped 
hemorrhages. In order to alleviate the severe pain, both lower 
extremities were packed in ice. This measure succeeded m 
keeping the patient comfortable until he expired on May 17, 
three weeks after admission to the hospital, five weeks after the 
onset of the illness. 

Laboratory Examinations.—Three blood cultures were sterile. 
Agglutination tests for typhoid O and H, paratyphoid A and 
B, and Brucella abortus and Proteus 0 X 19 antigens were nega- 
tive on two occasions. Reactions of the blood to Wassermann 
and Kline tests were negative. Examination of the spinal 
fluid revealed normal composition. Several urine cultures were 
sterile. Hematologic studies revealed a polymorphonuclear leu- 
kocytosis with a shift to the left, no anemia and a 
number of eosinophils on six successive blood counts. Shortly 
before the death of the patient a positive Trichinelia precipitin 
test in a 1: 640 dilution was obtained. It is to be noted that 4 
Trichinella precipitin test taken early in the course of the 
illness had been negative. The electrocardiogram was ¢ssef- 
tially normal. 
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COMMENT 


The onset of the acute illness and clinical course were similar 
in both husband and wife, except for the complicating throm- 
bosis and gangrene in the husband. It is interesting to note 
that the wife had an immediate positive precipitin test for 
trichinosis in a 1: 1,280 dilution and a consistent eosinophilia 
averaging on several counts 10 per cent. Trichinosis was sub- 
sequently proved at postmortem examination by the finding of 
Trichinella cysts in various stages of encapsulation in numerous 
sections taken from the skeletal musculature and diaphragm of 
each patient. 

In addition to Trichinella cysts, examination of the tissues 
of the husband also revealed multiple infarcts in kidneys and 
spleen and parenchymatous degeneration of the liver. There 
was no evidence of arteriosclerosis or thromboangiitis obliterans 
in the peripheral vessels. There was thrombosis of the left 
femoral artery with gangrene of the lower extremity. Mural 
thrombosis was present in the aorta, and there was thrombotic 
occlusion of the superior and inferior mesenteric arteries. Sec- 
tions of tissue from the diaphragm and leg muscle were examined 
for Trichinella and showed recent infestation. The organisms 
were not discovered in the walls of the femoral artery, in 
the thrombus itself or in the periarterial tissues. The significant 
finding after a thorough search by means of serial sections for 
a specific lesion was a periadventitial leukocytic cellular infiltra- 
tion with necrosis. 

Perivascular leukocytic cellular infiltration was found con- 
sistently in sections taken from areas that demonstrated involve- 
ment of the vessel walls. In the neighborhood of actual vascular 
closure, the vessel walls appeared to be more deeply and heavily 
penetrate! with this inflammatory infiltration. Serial sections 
of the vessels of the wife also demonstrated a perivascular 
infiltration, although not so extensively as that observed in the 
husband 

SUMMARY 

The observations suggest the mechanism of the production 
of arterial thrombosis in trichinosis. They also imply that had 
the process of infiltration of leukocytic cells continued in the 
first case, we might also have demonstrated clinical evidence of 
vascular thrombosis. These observations are consistent with 
those described by Gould® as producing thrombi in smaller 
vessels, 


CONCLUSION 
Two cases of trichinosis are reported, 1 of which demonstrated 
massive gangrene of the left lower extremity resulting from 
thrombosis of the femoral artery. When thrombotic occlusion 
occurs in a major artery, trichinosis should be considered as a 
possible etiologic factor. 





RECOVERY FOLLOWING AN OVERDOSE OF 
PYRITHYLDIONE (PRESIDON®) 


ROBERT M. ROSE, M.D. 
and 


RICHARD J. MARCHAND, M.D. 
Buffalo 


In recent months a new sedative- hypnotic drug, pyrithyl- 
dione (presidon,® 3,3- diethyl-2 4-dioxotetrahydropyridine) has 
been made available for clinical use. Extensive studies of its 
pharmacology were reported in 1940 by Koppanyi and co-work- 
‘rst who concluded that the drug appeared to afford certain 
advantages over the barbiturates. On the basis of this work, 
subsequent investigators,” using therapeutic dosages in human 
Subjects, concluded that the drug was an effective hypnotic 
and sedative which was distinguished by excellent tolerability. 
To our knowledge, the following case is the first reported 
— of overdosage and intoxication attributable to pyrithyl- 


ee 


From the Department of Medicine, Buffalo General Hospital. 
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REPORT OF CASE 

A semicomatose white woman aged 27 was admitted to the 
Buffalo General Hospital May 5, 1949. She had previously 
been under the care of a psychiatrist, who found her anxious 
and depressed, while manifesting suicidal tendencies and many 
somatic symptoms. Either nursing care or hospitalization was 
recommended but was refused. It was presumed that the 
patient ingested twenty-four tablets (4.8 Gm.) of pyrithyldione 
some time during the eight hours prior to admission. The 
initial treatment consisted of 5 cc. of nikethamide solution 
25 per cent given intravenously thirty minutes before admis- 
sion. Physical examination on entry to the hospital revealed 
a pale, young adult woman of 106 pounds (48 Kg.) who 
responded only to painful stimuli. The rectal temperature was 
97 F., the pulse rate was 100 and the blood pressure was 
80 systolic and 60 diastolic. Respirations were shallow and 
the rate was 16 per minute. Neurologic examination revealed 
the following: pupils were equally constricted and reacted 
sluggishly to light; corneal and gag reflexes were present 
bilaterally. The deep tendon reflexes were active and equal 
except for absent knee and ankle jerks on the right. Pathologic 
reflexes were not elicited. 

The stomach was lavaged and about 300 cc. of clear yellow 
fluid which contained a notable amount of whitish sediment 
was obtained. Intramuscular caffeine sodium benzoate (0.5 
Gm.) and intravenous fluids were administered. One hour after 
admission the patient began to respond. The blood pressure 
rose to 108 systolic and 70 diastolic. The pupils became dilated 
and reacted well to light. The deep tendon reflexes returned. 
At the end of another hour thrashing movements of the extremi- 
ties were observed. Five hours after admission the patient was 
still lethargic but answered questions. Nine hours after admis- 
sion recovery was complete. Results of laboratory tests were 
as follows: Urinalysis revealed a rare red cell and 3 to 5 white 
cells; the specific gravity was 1.006. The hemoglobin level 
of the blood was 12.8 Gm.; the red blood cell count was 
4,400,000 and the white count 14,000 with 75 per cent poly- 
morphonuclear leukocytes. The blood urea nitrogen determina- 
tion was 11 mg. per hundred cubic centimeters. 


COMMENT 


Animal experiments (rabbit and dog) have indicated that 
intoxication due to pyrithyldione (3,3-diethyl-2, 4-dioxotetra- 
hydropyridine) produces a progressive clinical state similar to 
that caused by the barbiturates. The initial response to pyrithyl- 
dione in large dosage is muscular incoordination and staggering. 
Following this there appear increasing sensory loss, hypnosis, 
coma and death. However, nearly fatal doses of the drug fail 
to abolish the corneal reflex. A gradual fall in blood pressure 
ending in circulatory collapse and cessation of cardiac activity 
is observed, but only after respiratory failure. A moderate 
degree of bradycardia is noted. Respirations become slow and 
of decreasing amplitude. A fall in body temperature is pro- 
portional to the amount of drug administered. After repeated 
daily doses there is no significant change in the peripheral 
blood picture. The smallest oral dose to produce sensory 
depression and motor paralysis in rabbits is 250 mg. per 
kilogram of body weight, as shown by Koppanyi and co-work- 
ers!; the oral minimal lethal dose is 500 to 600 mg. per 
kilogram. Our experience indicates that nonlethal amounts in 
an adult patient closely parallel the known effect in animals. 
The patient experiences a rapid and complete recovery within 
nine hours with supportive therapy. The dose ingested in this 
case was equivalent to 100 mg. per kilogram. This is much 
less than that producing early signs of intoxication in animals 
(250 mg. per kilogram in rabbits). Therefore, we believe it 
should be emphasized that the degree of tolerance in adult 
patients is probably less than that in animals. However, 
despite this apparently lessened tolerance in adult patients, 
the margin of safety remains relatively wide. 
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REPORT TO THE COUNCIL 
The Council has authorized publication of the following state- 
ment from the Therapeutic Trials Committee, a standing com- 
mittee of the Council on Pharmacy and Chemistry. 
Austin Situ, -M.D., Secretary. 


ESTROGENS AND ANDROGENS IN 
MAMMARY CANCER 


A Progress Report 

In the fall of 1947 the Therapeutic Trials Committee under- 
took the sponsorship of a cooperative investigation of the effects 
of steroid hormones in the treatment of mammary cancer. 
This investigation, coordinated by a Subcommittee composed 
of Dr. Ira T. Nathanson, Massachusetts General Hospital, 
Boston, Chairman; Dr. Frank E, Adair, Memorial Hospital, 
New York; Dr. Williard Allen, Washington University of 
St. Louis, and Dr. Earl T. Engle, Columbia University, New 
York, has been proceeding for approximately eighteen months. 
On April 4 to 7, 1949, a conference of the investigators par- 
ticipating in this study was held in Chicago, at which time the 
the coordinated studies were reviewed and recom- 
mendations for future studies. This report summarises 
the conclusions of the conference, which must be regarded as 


results of 


made 


tentative and subject to revision as further experience accumu- 
lates. A full report of the conference will be made available in 
the near future to interested workers in this field. 

Watton VAN WINKLE Jr., M.D., Secretary. 


The work of other investigators which led to the institution 
of the present cooperative study of steroid hormones in mam- 
mary cancer has been reviewed in a previous report.* In the 
present study, there are several objectives: (1) to define the 
precise role of steroid hormone therapy in advanced mammary 
cancer; (2) to determine the dosage levels of testosterone pro- 
pionate considered optimum for adequate subjective and objec- 
tive response; (3) to determine whether differences in 
response with the use of different estrogens, and the 
optimum dosage of each, and (4) to investigate the mechanism 


any 


occur 





1. The participating institutions contributing data to this conference 
together with the name of the responsible investigators are: Memorial 
Hospital, New York, Dr. Frank E. Adair; Massachusetts Memorial Hos- 
pitals, Boston, Dr. T. J. Anglem; Shreveport Charity Hospital, Shreveport, 
La., Dr. Paul D. Abrahamson; University of Oregon School of Medicine, 
Portland, Ore., Dr. William Y. Burton; Jewish General Hospital, Montreal, 
Quebec, Canada, Dr. H. C. Ballon; Swedish Hospital, Seattle, Dr. Franz 
suschke; Dalhousie University School of Medicine, Halifax, Nova Scotia, 
Dr. R. W. Begg; Duval County Tumor Clinic, Jacksonville, Fla., Dr. 
Frederick H. Bowen; University of Pittsburgh School of Medicine, Pitts- 
burgh, Dr. Joseph Hepp; Cornell University School of Medicine, New 
York, Dr. William A. Cooper; Chicago Tumor Institute, Chicago, Dr. 
Max Cutler; University of Wisconsin School of Medicine, Madison, Wis., 
Dr. A. R. Curreri; Cedars of Lebanon Hospital, Los Angeles, Dr. L. A. 
Eshman; The British Columbia Cancer Institute, Vancouver, British 
Columbia, Dr. Maxwell T. Evans; Washington University of St. Louis, 
Dr. Charles L. Eckert; University of lowa School of Medicine, Iowa 
City, Dr. Barry Friedman and Dr. Robert Petersen; San Francisco Hos- 
pital, San Francisco, Dr. L. H. Garland; Allegheny General Hospital, 
Pittsburgh, Dr. Robert C. Grauer; University of Georgia School of 
Medicine, Augusta, Ga., Dr. Robert Greenblatt; Albany Medical College, 
Albany, N. Y., Dr. L. W. Gorham; National Cancer Institute, Bethesda, 
Md., Dr. Roy Hertz; University of Minnesota School of Medicine, 
Minneapolis, Dr. Robert A. Huseby; Bellevue Hospital, New York, Dr. 
Ira Kaplan; Ochsner Clinic, New Orleans, Dr. Champ Lyons and Dr. 
William Parson; Johns Hopkins Hospital, Baltimore, Dr. Edward P. 
Lewison; Cleveland Clinic, Cleveland, Dr. Perry McCullagh; Vanderbilt 
University Hospital, Nashville, Tenn., Dr. Barton McSwain; Chattanooga 
Tumor Clinic, Chattanooga, Tenn., Dr. S. S. Marchbanks; Los Angeles 
General Hospital, Los Angeles, Dr. Ian Macdonald; Massachusetts Gen- 
eral Hospital, Boston, Dr. Ira T. Nathanson; Jefferson Medical College, 
Philadelphia, Dr. Karl Paschkis; Alameda County Hospital, Oakiand, 
Calif., Dr. Robert J. Parsons; Multnomah County Hospital, Portland, 
Ore., Dr. Eugene W. Rockey; Duke University Hospital, Durham, N. C., 
Dr. W. C. Sealy; Cook County Hospital, Chicago, Dr. Joseph Silverstein; 
Street Clinic, Vicksburg, Miss., Dr. Augustus Street; University of 
Colorado School of Medicine, Denver, Dr. James Stapleton; Research and 
Education Hospital, Chicago, Dr. Samuel Taylor, III; University of 
Kansas School of Medicine, Kansas City, Kan., Dr. Galen M. Tice; 
M. D. Anderson Hospital, Houston, Texas, Dr. Benjamin Wells; Walter 
Reed General Hospital, Washington, D. C., Major Keene Wallace, 
M. C.; University of Maryland Hospital, Baltimore, Dr. Grant Ward. 

2. Estrogens and Androgens in Mammary Cancer, Report of the 
Council on Pharmacy and Chemistry, J. A. M. A. 135: 987 (Dec. 13) 
1947. 
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of hormone action through a study of the biochemical, metabolic 
and histologic changes produced in the normal and pathologic 
tissues of the body. 
PLAN OF STUDY 

Four dosage schedules of testosterone propionate were selected 

for investigation, as follows: 

Schedule A: 25 mg. three times weekly 

Schedule B: 50 mg. three times weekly 

Schedule C: 100 mg. three times weekly 

Schedule D: 200 mg. three times weekly 
Each investigator was encouraged to use schedule C on half 
of those patients selected for androgen therapy and one of the 
other three schedules on the remaining patients. The duration 
of therapy was left to the discretion of the investigator. 

Six different estrogens were selected for study, and the dosage 
of each was established by the Subcommittee on the basis of 
available data on relative estrogenic potency in the human being. 
The estrogens and dosages used were as follows: 

Diethylstilbestrol, 15 mg. daily 

Ethinyl estradiol, 3 mg. daily 

Premarin,® 30 mg. daily 

Estradiol dipropionate, 5 mg. two times weekly (intramuscularly) 

Dienestrol, 15 mg. daily 

Dimethyl ether of diethylstilbestrol, 30 mg. daily 
Each investigator was urged to use diethylstilbestrol on half 
of those patients suitable for estrogen therapy and to choose one 
of the other five estrogens for use in the remaining patients. 

Selection of Cases—lIt was suggested that testosterone pro- 
pionate be used in patients of any age whose predominant metas- 
tatic lesions were osseous. Estrogen was suggested for patients 
over 60 years of age with predominantly soft tissue lesions. In 
some instances, at the discretion of the investigator, these recom- 
mendations were altered 

No patient was to be given steroid hormone therapy whose 
disease might be amenable to other forms of therapy, princi- 
pally surgery or irradiation. 


PRELIMINARY RESULTS 


On March 1, 1949, approximately 750 case reports had been 
submitted to the Committee for review, of which 476 cases had 
had at least one follow-up report filed. Of these, 36 had received 
combined therapy with both estrogens and androgens and were 
not suitable for analysis, and 8 had been treated prophylactically 
after operation. 

Testosterone Propionate.—A total of 285 patients with metas- 
tases were treated with testosterone propionate. Oi these 77 
had only soft tissue lesions, 82 had only osseous lesions and 
126 had both types. Approximately 62 per cent of these patients 
experienced subjective relief, which consisted principally of 
relief of pain, feeling of well-being and increased appetite. 

Objective improvement in soft tissue lesions was seen Mm 
approximately 1 out of 5 patients, while objective improvement 
in osseous lesions was slightly less frequent, only 18 per cent 
of patients showing favorable response. 

The data available did not reveal any alteration of response 
in the various age groups, although the age of the patients 
varied from 25 to 79 years. Interestingly enough, there appears 
to be little or no difference in response among patients receiving 
the various dosage schedules of testosterone propionate. Too 
few patients received schedule A to permit conclusions to be 
drawn regarding the effectiveness of this dosage schedule. How- 
ever, no significant difference in response to schedules B, C or 
D was found, and it was concluded that no real advantage 
was obtained by the use of doses over 150 to 300 mg. . 

From the point of view of total dose, the data suggested that 
for the maximum response, somewhat more than 3.0 Gm. of 
testosterone propionate should be administered. This was pat 
ticularly true from the point of view of subjective respense— 
only 33 per cent of the patients receiving less than 3.0 Gm. 
showed subjective improvement, whereas 73 per cent receiving 
more than 3.0 Gm. had relief of symptoms. A similar, 
lesser, difference in objective response of both soft tissue 
osseous lesions was seen in those patients receiving more 
3.0 Gm. total dose as compared with those receiving less. 

The duration of therapy, as might be expected, influenced the 
response to testosterone both from the point of view of relief 
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of symptoms and objective improvement. Only 32 per cent of 
patients with soft tissue lesions received relief of symptoms with 
less than two months’ therapy, whereas 65 per cent received 
relief after more than two months’ treatment. Patients with 
osseous lesions, in which pain is a prominent factor, showed 
relief somewhat sooner, 80 per cent having some degree of 
relief after one month’s treatment and only 30 per cent obtain- 
ing relief after treatment of less than one month’s duration. 

An observation of interest was that, from the point of view 
of objective response, soft tissue lesions might show favorable 
responses after one month’s therapy whereas the majority of 
osseous lesions which showed regression did not respond until 
after the fifth month of treatment. 

It is yet too early to discuss with any accuracy the duration 
of either subjective or objective improvement following either 
androgen or estrogen therapy. It might be mentioned that 
approximately 20 per cent of testosterone-treated patients 
showing benefit have had improvement lasting for nine months 
or more. Many other patients have not received treatment for 
a sufliciently long period to determine the duration of their 
improvement. 

Estrogens.—A total of 144 patients with metastases have been 
treate) with estrogens, of which 92 were treated with diethylstil- 


bestr« Too few patients have as yet been treated with other 
estrogens to permit any conclusions being drawn regarding 
possible differences between them. Furthermore, the majority 
of paticnts were treated for soft tissue metastases and sufficient 
data on osseous lesion response is not now available. It may be 
said, lowever, that osseous lesions have been observed to 
respon favorably to estrogen therapy. 


Approximately 60 per cent of patients treated with estrogens 
showed some degree of subjective relief of symptoms. About 
half t patients with soft tissue lesions showed objective 
improvement after estrogen therapy. There was a suggestion, 
in the relatively incomplete data, that patients over 60 years 
of age responded more favorably than those in the younger age 
groups, but,- because of suggestions made to participants 
regarding selection of patients for treatment with estrogen, 


many more patients over 60 than under 60 were treated. 
The results with diethylstilbestrol were better in those patients 
receiving a total dose of 2.0 Gm. or more. Aiso, a greater 


number of patients responded subjectively to diethylstilbestrol 
therapy after two months and objectively after five months of 
therapy than did those treated for lesser periods of time. 

The duration of response to estrogen therapy is still undeter- 
mined, but about 25 per cent have maintained subjective and 
objective improvement for nine months or longer. 

Side Effects —Side effects from steroid therapy have been 
frequent and, at times, unpleasant. The most prominent side 
actions of testosterone are hirsutism, voice changes, increased 
libido and edema. These effects usually appear some weeks or 
months after the start of therapy. Hypercalcemia has been 
observed in a number of cases and occasionally has reached 
dangerous proportions. Several patients with severe hyper- 
calcemia have been successfully treated with intravenous infu- 
sions of 2.5 per cent sodium citrate solution. This treatment 
should be used only if the hypercalcemia threatens the patient's 
life. It appears imperative that patients receiving testosterone 
be watched carefully for signs of hypercalcemia. Edema is also 
a potentially dangerous complication. Testosterone causes salt 
retention and may precipitate cardiac failure in elderly patients 
or patients with preexisting heart disease. This may be com- 
bated with a low sodium diet and diuretics. 

Estrogens have produced nausea, uterine bleeding (usually 
when withdrawn), edema and other complications of cardiac 
failure. At times the nausea, often accompanied with vomiting, 
Was sufficiently severe to require discontinuance of therapy. 
Occasionally, trial with a different estrogen overcame this 
difficulty. 

All reactions occurred sufficiently frequently to stimulate a 
search for compounds having the desired therapeutic action with 
diminished incidence of unpleasant side effects. 


FUTURE STUDIES 


The purpose of the conference of investigators was to cor- 
relate the information so far obtained in the investigation and to 
Plan the direction of further studies. It became apparent that 
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there were definite gaps in the data obtained and that certain 
areas of investigation should be explored more intensively. The 
conference agreed that the lower dosage schedules of testoste- 
rone propionate should be studied more adequately and that 
the estrogens other than diethylstilbestrol should be given more 
extensive trial. It was also agreed that the site or type of lesion 
should not necessarily be used as criteria for selection of cases 
for either androgen or estrogen therapy. Rather, it was decided 
that for the time being testosterone could be used in any patient 
whereas estrogens should be used only in patients at least five 
years following natural cessation of uterine bleeding, regardless 
of chronologic age. 

An analysis of the data revealed that previous castration cr 
irradiation therapy was confusing the appraisal of the results 
of steroid therapy in those instances where castration had been 
done or roentgen rays had been administered immediately prior 
to institution of hormone therapy. It was emphasized that if a 
patient could possibly receive benefit from castration or roentgen 
therapy, or further surgical treatment, the patient should not be 
given steroid hormones. Only those cases in which other 
methods of treatment had failed or were not feasible and in 
which surgical or irradiation castration had not been performed 
nor roentgen rays administered within the previous six months 
would be utilized for this investigation. 

It was also agreed that greater emphasis must be placed on 
carefully controlled metabolic and biochemical investigations of 
selected cases. 

The observation that steroid hormone therapy decidedly alters 
the metabolism of calcium, phosphorus and nitrogen, in both 
normal and cancerous patients, requires more intensive investi- 
gation. The significance of these alterations in blood and tissue 
chemical content with respect to the response of the tumor to 
steroid therapy is not apparent at this time, but these alterations 
suggest lines of attack on the general problem of mechanism of 
action. 

The steroids also may produce profound changes on the 
hematopoietic system, as evidenced by the dramatic response of 
severe, refractory anemias in patients with metastatic breast 
cancer to testosterone therapy. No satisfactory explanation 
of this observation is yet available, and, although the effect may 
be immediately beneficial, the question of the ultimate result of 
such profound stimulation of the blood forming organs needs 
investigation. 

Failures of therapy as well as successes also need intensive 
study from all aspects mentioned. 


Pathologic Material—By arrangement with the American 
Registry of Pathology at the Army Institute of Pathology, in 
Washington, D. C., biopsy and autopsy specimens and roent- 
genograms are being centralized for review by a group of 
consultants. The consultants in pathology are: Dr. Lauren V. 
Ackerman, Washington University of St. Louis; Dr. Fred 
Stewart, Memorial Hospital, New York, and Dr. Arthur Purdy 
Stout, Columbia University, New York. A preliminary review 
of the accumulated material by these consultants indicated a 
need for a careful study of tissue collected before, during and 
after treatment with the steroid hormones. Investigators were 
urged, therefore, to submit serial biopsy specimens from suitable 
patients treated with androgens or estrogens. 

In addition to the possible determination of changes on the 
tumor tissue by the steroid hormones, this study presents an 
excellent opportunity to determine the effects of these substances 
on otherwise normal body tissues: skin, hair, follicles and other 
endocrine glands. 


Roentgenograms.—The consultants in radiology, consisting 
of Dr. L. Henry Garland, San Francisco Hospital, San Fran- 
cisco; Dr. Leo G. Rigler, University of Minnesota, Minneapolis, 
and Dr. Merrill Sosman, Peter Bent Brigham Hospital, Boston, 
have been asked to review and appraise the radiographic changes 
in lung and bone lesions following steroid therapy. Under the 
plan instituted by the conference each consultant will review 
the roentgenograms sent him by participating investigators in 
his geographic area. Significant roentgenograms will be selected 
by the consultants for duplication and collection at the Army 
Institute of Pathology. It was agreed that all cases should 
have a radiographic survey every three months after the start 
of therapy. 
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CONCLUSIONS 
Certain conclusions were reached by the Subcommittee on 
Steroids and Cancer as to the present status of estrogens and 
androgens in the treatment of advanced mammary cancer. These 
are 
l. There is now available for the treatment of breast cancer 
i third weapon in the form of steroid hormones. 

Barring future developments, this weapon will prove useful 
in the treatment of those patients with extensive and distant 
lesions who, heretofore, have been beyond direct attack on the 
lisease 

3. Surgical treatment and irradiation, singly or in combination, 
still must be considered the primary forms of treatment, steroid 
hormone therapy being reserved only for those cases in which 
orthodox methods cannot be applied or have proved unsuccessful. 

This last point is of considerable importance, and the useful- 
ness of properly administered roentgen irradiation and operation 
overlooked in the present period of steroid 
research Roentgen irradiation in the control-or palliative 
inoperable breast cancer, and of recurrences or 
Its employment in 
the treatment of inoperable primary lesions, local recurrences, 


should not be 


treatment of 
metastases, is of well established usefulness 
regional lymph node metastases, most cases of bone metastases 
and selected cases of pulmonary, cerebral and other metastases 
will usually alleviate symptoms and prolong life. The side effects 
of irradiation, properly administered, are usually fewer and less 
severe than those of steroid therapy, at least up to the present 
date therapy should, the participating investigators 
believe, be reserved, in everyday clinical practice, for patients 
possibilities of adequate surgical treatment and 
irradiation have first been fully utilized and 
Use 


is suggested as being the most logical method 


Steroid 


in whom the 
roentgen 


given clear evidence of being no longer of benefit. 


careful 
have 
in this sequence 

the light of present information 

Finally, the brought a realization to all 
the participants of the complexities in the evaluation of the 
etfects of steroid hormones in mammary cancer. In considering 
of future investigations, the conference concluded 


conterence greater 


the direction 
that it was important to concentrate attention on a study of 
possible which the steroid hormones produce 
beneficial changes in the patient suffering from breast cancer. 
Che tact that steroid hormones do produce changes provides a 
hitherto tool for the study of the growth and 
regression of cancer cells 

he work of the cooperating groups is being pursued actively 
along the lines indicated in this report, and further data will 
be presented from time to time as these become available 


mechanisms by 


unavailable 


NEW AND NONOFFICIAL REMEDIES 


The following additional articles have been accepted as con- 
forming to the rules of the Council on Pharmacy and Chemistry 
of the American Medical Association for admission to New 
and Nonofhcial Remedies. A copy of the rules on which the 
Council bases tts action will be sent on application. 


Austin Situ, M.D., Secretary. 


CHOLINE DIHYDROGEN CITRATE (See New and 
Nonofficial Remedies 1949, p. 425). 
The following dosage forms have been accepted: 
Appnotrr LABporatories, NortH CHicaco, ILL. 
Tablets Choline Dihydrogen Citrate: 0.65 Gm 
WALKER VITAMIN Propucts, INc., MouUNT VERNON, N. Y. 
Capsules Choline Dihydrogen Citrate: 250 mg. 
Tablets Choline Dihydrogen Citrate: 500 mg. 
PENICILLIN (See New and Nonofficial Remedies 1948, 
p. 148). 
The following dosage forms have been accepted: 
Hynson, Westcott & DuNNrING, INc., BALTIMORE 1 
Tablets Aluminum Penicillin: 50,000 units. Buffered with 
sodium benzoate 0.3 Gm. 
Cuas. Prizer & Co., INc., BRooKLYN 6 
Crystalline Penicillin G Potassium: 1,000,000 unit vials. 
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SODIUM DEHYDROCHOLATE (See New and Non- 
official Remedies 1949, p. 341). 
The following dosage form has been accepted: 
R. J. STRASENBURGH COMPANY, ROCHESTER, N., Y. 
Solution Sodium Dehydrocholate 20%: 5 cc. ampuls. 


STREPTOMYCIN (See New and Nonofficial Remedies 
1949, p. 159). 

The following dosage form has been accepted: 
Cuas, Prizer & Co., INc., BROOKLYN 6 

Streptomycin Sulfate: 20 cc. vials containing streptomycin 
sulfate equivalent in activity to 5 Gm. and 10 Gm. of strepto- 
mycin base. 

SULFADIAZINE-U. S. P. (See New and Nonofficial 
Remedies 1949, p. 134). 

The following dosage form has been accepted: 
Brewer & Company, INc., WorceESTER 4, MAss. 


Tablets Sulfadiazine: U.5 Gm. 
TRIASYN B-U. S. P. (See New and Nonofficial Remedies 
1949, p. 553). 
The following dosage form has been accepted : 
Brewer & COMPANY, INC., WORCESTER 4, MAss. 


Gel-ets Triasyn B: Each capsule contains 2 mg. of 


hydrochloride, 3 mg. of riboflavin and 20 mg. of nicoti: 


thiamine 
imide. 


Council on Physical Medicine 
and Rehabilitation 


REPORTS OF THE COUNCIL 


The Council on Physical Medicine and Rehabilitation has 
authorised publication of the following report. 


Howarp A. Carter, Secretary. 


REQUIREMENTS FOR ACCEPTANCE OF 
ELECTRICALLY HEATED BED 
COVERINGS 

Electrically heated bed coverings (blankets, comforters, bed 
spreads, etc.) are designed for the comfort of the normal healthy 
sleeper and are not primarily for therapeutic purposes. Like 
the conventional blankets and comforters, however, electrically 
heated bed coverings may also be used by a physician in the 
management of illness. 

The following requirements are for the attention of the 
manufacturers of electrically heated bed coverings and state 
the conditions under which the Council on Physical Medicine 
will accept the products: 

1. To insure safety with respect to electric shock and over- 
heating, the device shall be listed as approved by the Under- 
writers’ Laboratories, Inc. 

2. The name of the manufacturer, catalog identification and 
rating in watts and volts shall be permanently marked in a 
readily visible location on each covering and control. A covef- 
ing intended for use on only alternating current shall be s0 
marked, and if this usage is further limited to specific fre- 
quencies of alternating current, it shall also be so marked. 

3. The adequacy range of the device shall not be less than 
20 degrees F. (11 degrees C.) nor more than 35 degrees F. 
(19 degrees C.); i. ec. the difference in room temperature 
between the point where zero power is supplied to the covering 
and where 100 per cent power is supplied to the covering may 
not be less than 20 degrees F. or greater than 35 degrees F. 

In measuring adequacy range, the covering and 
shall be connected to rated voltage. The controller shall be 
set at midpoint position. The room temperature (which sh 
be high enough at the start of the test to prevent any power input 
to the covering) shall be gradually lowered. The temperature at 
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which the control just turns the power on shall be recorded. 
The temperature at which the covering is energized 100 per 
cent of the time shall also be recorded. The difference in these 
room temperatures shall be considered the adequacy range of 
the covering and controller. 

4, The wattage input to the covering shall be such and so 
regulated that the average temperature between the sheets of 
a standard bed shall not be lowered more than 1.8 degrees C. 
(3.3 degrees F.) for each 5.5 degrees C. (10.0 degrees F.) 
lowering in ambient within the recorded adequacy range of the 
covering, and when used in accordance with the manufacturer's 
recommendations. This lowering of bed temperature shall not 
exceed 5.5 degrees C. (10.0 degrees F.) in any case, regardless 
of adequacy range. 

5. The manufacturer shall furnish to the Council a copy of 
its guaranty to the purchaser. 

6. There shall accompany each covering clearly written 
instructions for its use. 

7. The manufacturer shall give evidence that adequate facili- 
ties for servicing the covering are available and shall furnish 
names and addresses of servicing agencies. 

8. The electrically heated bed covering shall be so constructed 
that it can be laundered by normal methods either at home or 
at a commercial laundry. Instructions for such laundering 


shall be part of the literature supplied with the covering. 

9. Therapeutic claims, if any, shall be clearly stated in the 
literature accompanying the bed covering when sold. Conclusive 
evidence shall be submitted to substantiate the therapeutic 


claims. The manufacturer shall supply with the covering sub- 
mitted for acceptance, data obtained in his own laboratory or 


in a recognized independent laboratory to support any specific 
claims which he may make for the device. 

10. The sizes of wired area of the electrically heated bed 
coverings shall conform to one of the standard mattress sizes. 
The wired area shall not be more than 178 cm. (70 inches) long 
and of a width to conform, within a tolerance of plus or minus 


5cm. (2 inches), to the sizes given in the following table: 


Single bed 91 cm. (36 inches) 
Twin bed 99 cm. (39 inches) 
Three-quarter bed 122 cm. (48 inches) 
Double hed 137 cm. (54 inches) 
ll. The maximum bed temperature obtainable with control 
at “High” position under any condition of ambient temperature 


shall not exceed 108 F. (42 C.). 


WALL MODEL AERO-KROMAYER LAMP 
ACCEPTABLE 

Manufacturer : Hanovia Chemical & Manufacturing Company, 
Chestnut Street & N. J. R. R. Avenue, Newark 5, N. J. 

The Wall Model Aero-Kromayer Lamp is a source of ultra- 
violet radation so designed that the control box is supported 
on a wall bracket and connected by 
a cable with the lamp and lamp 
housing. The lamp is held in the 
hand of the physician as he applies 
the radiation to the patient. 

The construction of the lamp itself 
and the quality of its radiation were 
described in Tue Journat (117: 
451 [Aug. 19] 1941) in the announce- 
ment of acceptance of the Hanovia 
Aero-Kromayer, Lamp, Models 
$-2202 and §S-2203. The present 
model differs only in the mounting —_——- J 
ot the control box and the housing Hanovia Wall Model 
ot the lamp. Convincing evidence Aero-Kromayer Lamp 
Was obtained by the Council that the 
specimen furnished by the manufacturer had the physical prop- 
erties and output claimed for it. 

The Council on Physical Medicine and Rehabilitation voted 


to include the Wall Model Aero-Kromayer Lamp in its list of 
accepted devices. 
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FISCHER TABLE MODEL 200 SHORT WAVE 
DIATHERMY UNIT ACCEPTABLE 


Manufacturer: H. G. Fischer & Company, 9451-91 W. Bel- 
mont Avenue, Franklin Park, III. 

The Fischer Table Model 200 Short Wave Diathermy Unit 
is intended for applying heat to the tissues and is designed to 
generate wavelengths of approximately 11 
meters (corresponding to 27.12 megacycles) 
without the use of crystal control. It dif- 
fers from the previously accepted Model 
400 in size, being small enough to set on 
a table. 

The height, width and length of the cabi- 
net are 86, 86 and 51 cm. (34, 34 and 
20 in.), respectively, and the weight is 47 
Kg. (103 pounds). The domestic shipping 
weight is 78 Kg. (167 pounds) and the 
foreign, 90 Kg. (197 pounds). 

The apparatus operates on a 120 volt 
alternating current and draws about 10 
amperes (900 to 1,200 watts). It has Type 





Fisc her Table, 


“ 2 a Model 200 
Approval (D-484) of the Federal Com- Short Wave Dic 
munications Commission, and a letter re- thermy Unit 


ceived directly from the Underwirters’ 
Laboratories, Inc., under date of Feb. 10, 1949, certifies that 
Model 200 has been found acceptable for listing. 

The apparatus was tested for output by the lamp-load method. 
The output of Model 200, as indicated by two 100 watt, 120 volt 
bulbs, was about 150 watts. 

The Council on Physical Medicine and Rehabilitation voted 
to include the Fischer Table Model 200 Short Wave Diathermy 
Unit in its list of accepted devices. 


BELTONE SYMPHONETTE MODEL HEARING 
AID ACCEPTABLE 


Manufacturer: Beltone Hearing Aid Company, 1450 West 
19th Street, Chicago 8. 

The Beltone Symphonette Model Hearing Aid 1s a three tube 
air conduction hearing aid with the batteries contained in the 
amplifier case. Bone conduction is also available. The front of 
the case is constructed of flesh-colored plastic material. The 
back is made of stainless steel, the lower half of it being hinged 
to give access to the battery compartments. The magnetic 
receiver (marked “H’’) is connected to the top of the amplifier 
case by means of a light plastic-covered cord which has dual 
pin plugs at each end. A single wheel-type combination “On- 
Off” switch and volume control is located on the upper right 
hand side of the amplifier case. A sliding contact “Hi-Lo” 
tone control switch is on the top of the case. An attachment 
clip is fastened to the front of the case. 

The following data were obtained from a laboratory accept- 
able to the Council. 

Dimensions: 92 by 56 by 22 mm. (3% by 2% by % inch). 

Weight: Including amplifier case with batteries, 170 Gm. 
(51%, 0oz.). Receiver and cord weigh an additional 7 Gm. 
(44 07z.). 


Battery Drain Data: Measured Messused 
Voltage Current 
A, mercury cell — 1.3 volts 1.25 volts 40 ma. 
B, zinc and carbon—22% volts 21.00 volts 0.72 ma. 


Maximum Acoustic Gam for Pure Tones: 


me) i 
Frequency, Tone Control Tone Control 


Cycles Position, Decibels Position, Decibels 
250 38 19 
500 45 31 
1,000 52 43 
2,000 62 58 
3,000 70 68 
4,000 44 44 


The Council on Physical Medicine and Rehabilitation voted 
to include the Beltone Symphonette Model Hearing Aid in its 
list of accepted devices. 
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SATURDAY, AUGUST 13, 1949 


LUPULON, AN ANTIBIOTIC FROM HOPS 


The 
lupulus) have been recognized for many years in con- 
From a petroleum 


antibacterial properties of hops (Humulus 
nection with their use in brewing. 
ether extract an active principle, “lupulon,” is readily 
crystallized.'!. Brewers? report that lupulon is 29,000 
times more effective than phenol in restricting acid 
production by Lactobacillus bulgaricus. Added to agar 
or to Dubos’ 


growth of most common fungi and many gram-positive 


liquid medium,* lupulon inhibits the 


bacteria; it also inhibits several acid-fast organisms, 
including the tubercle bacillus. 

Chin * and associates of the Division of Experimental 
Therapeutics, University of California, have tested the 
therapeutic effects of lupulon on experimental tubercu- 
losis in Samples of crystalline lupulon were 
titrated for their in vitro effects on Mycobacterium 


mice. 
tuberculosis. Added in serial dilutions to Dubos’ fluid 


medium, each sample inhibited the growth of the 
H37Rv strain of the tubercle bacillus in dilutions as 
high as 1: 40,000. 


occurred when lupulon was tested in the presence of 


Neither synergism nor antagonism 


other antituberculous substances, such as promin® 
p,p’-diaminodiphenyl-N,N’-didextrose _ sulfo- 


subtilin or 2,3-dimercaptopro- 


(sodium 
nate), streptomycin, 
panol (BAL). 

One hundred mice were infected intravenously with 
0.02 mg. H37Rv strain of M. tuberculosis. Two groups 


of 20 mice each were set aside as controls. One group 


of 20 infected mice was given a daily intramuscular 
injection with 60 mg. lupulon, and two similar groups 
an intragastric dose of 150 mg. lupulon twice daily. 


— - ~~ 


1. Michener, H. D.; 
19: 199, 1948. 

2. Walker, T. K., and Parker, A.: J. Inst. Brewing 43:17, 1937. 
Shimwell, J. L.: ibid. 43: 111, 191, 1937. 

3. Dubos, R. J., and Davis, B. D.: J. Exper. Med. 83: 409, 1946, 

4. Chin, Y. C. Anderson, H. H.; Alderton, G., and Lewis, J. C.: 
Proc. Soc. Exper. Biol. & Med. 70: 158, 1949. 





Snell. N., and Jansen, E. F.: Arch. Biochem. 
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At the end of thirty days a comparison of the tuber- 
culosis severity was made between the treated and 
untreated groups. The group treated with intramuscu- 
lar injections of lupulon showed a severity reduction 
ratio of 34 to 1 for the liver, 8 to 1 for the heart and 4 
to 1 for the lungs and spleen. The two orally treated 
groups showed a severity reduction ratio of 10 to ] 
for the liver and spleen, 5 to 1 for the lungs, 3 to 1 
for the heart and 2 to 1 for the kidneys. The average 
therapeutic effect in the three treated groups was a 
4 to 1 reduction in the severity of tuberculosis in all 
tissues and organs. 

Histologic examinations showed that lupulon given 
intramuscularly in the selected dose produces some 
Pathologic 
changes, however, were not observed in mice given the 


foci of degeneration in the renal tubules. 


selected oral dose. 

Chin attributes the definite tuberculostatic action of 
lupulon largely to its fat solubility, which enables it 
to be absorbed by the lipid fraction of the tubercle 
Whether or not lupulon is also tuberculolytic 
has not been determined. 


bacillus. 





RADIATION CATARACTS 

As early as 1897' physicians knew that roentgen 
rays could damage some structures of the eye. Unequtv- 
ocal demonstration of cataract formation in_ the 
lens of the irradiated immature kitten was made eight 
years later. Since that time the entity of radiation 
cataract has been well established, both clinically and 
experimentally.* Even after the lapse of half a century, 
the data available are at best qualitative, and many 
unanswered questions remain as to dosage, species dif- 
ferences and individual variations in biologic suscepti- 
bility. Roentgen rays exert their major damage on 
the dividing cells of the lens equator, and this damage 
provides the nidus for the slowly developing, progres- 
sive lenticular opacities which appear, most charac- 
teristically in the posterior subcapsular region.* 

Recently the development of cataracts in young 
physicists with a common history of exposure to cyclo- 
tron radiations has aroused a new and acute interest 
in this aspect of radiation injury. Again attention is 
focussed on the lacunas in our knowledge of the bio 
logic mechanisms involved.’ In this instance the hazard 
appears largely attributable to neutrons—particles with- 
out electrical charge but with high energy—produced 
when deuterons (the heavy stable isotope of ordinary 


— 





1. Chalupecky, H. J.: Die Wirkung der Réntgenstrahlen auf das 
Auge und die Haut, Zentralbl. f. prakt. Augenh. 21: 234-239 and 267- 
271, 1897. du 

2. Tribondeau, L., and Récamier, D.: Altérations des yeux ¢ 
squelette facial d’un chat nouveau-né par roentgenisation, Compt. 


Soc. de biol. 58: 1031-1032, 1905. 4 the 
3. Desjardins, A. U.: Action of Roentgen Rays and Radium om 


Eye and Ear, Am. J. Roentgenol. 26: 639-679 (Oct.); 787-819 (Novi 
921-942 (Dec.) 1931. Leinfelder, P. J., and Kerr, H. D.: Roentgea Ray 
Cataract, Am. J. of Ophth. 19: 739-756 (Sept.) 1936. 

4. Goldmann, H., and Liechti, A.: Experimentale Untersachage 
fiber die Genese des Réntgenstarrs, Arch. f. Ophth. 138: 722-736, 

5. Cataract in Cyclotron Workers, editorial, New England J. 
240: 441-442 (March 17) 1949. 
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1 
hydrogen), accelerated in the magnetic field of the 
cyclotron, strike the target of the machine. 

Until recently, on the basis of acute experiments with 
mice, the assumption was granted that neutrons were 
no more than five times as effective as roentgen rays 
for biologic purposes. Recent work ° and the sad expe- 
rience of these young physicists point to the probability 
that a grave underestimate was made and that for cer- 
tain organ systems, such as the lens and the gonads, 
neutrons may have four to eight times the effectiveness 
originally suspected. 

Unfortunately for the physicists, protection pro- 
cedures and exposure limits were based on the earlier 
assumption. Once again, as in the past with roentgen 
rays and radium, people have unwittingly been injured 
before an adequate understanding of a hazardous agent 
was had. Furthermore, even now dosimetric methods 
for neutrons are unsatisfactory. 

An understanding of the mechanism of interaction 
of radiation with the components of biologic matter 
becomes important. In the case of roentgen rays the 
energy is first given to electrons, which move at high 
speed through the tissue. These electrons in turn 
dissipate their energy by collision with biologic matter, 
causing chemical alterations. However, the damage to 
any one cell by one electron is relatively small. 


In the case of neutrons the energy is principally dis- 
sipated by collision with the hydrogenous component 
of tissue. The high speed protons thus set in motion 
liberate a large amount of energy per unit length of 
path. Thus the passage of one high energy proton 
through a cell may produce sufficient destruction to 
injure it permanently. 

There is evidence that roentgen rays are relatively 
effective only against dividing cells, while neutrons may 
injure the cell at any phase. Thus the biologic effects 
produced by neutrons may be both quantitatively and 
qualitatively different from the effects of the roentgen 
tay. The urgency for research in this relatively unex- 
plored field is evident. 


In a broader sense, the experience of these young 
physicists points to the tremendous responsibility 
devolving on those—both the physicist-engineers and 
the agencies supporting their work—who are concerned 
with exploring the new frontiers of the physical 
“ences. It is not enough to dismiss the responsibility 
with the mere warning that a danger may exist or 
lo extrapolate, as was done with the neutron, from 
madequate analogies. The biologic implications of the 
tw unknowns should be subjected to investigation 


Parallel with their physical implications and with equal 
Vigor, 
a 
. 6 Stone, R. Ss; 
Pa ae 59: 771-785 (June) 1948. 





Neutron Therapy and Specific Ionization, Am. J. 
Evans, T. C.: The Effects of 


Dail D " * " . 
Uiune) 1948, oses of Fast Neutrons on Mice, Radiology 50: 811-834 
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ASBESTOSIS AND CANCER OF THE LUNG 

Until recently the coexistence of asbestosis and can- 
cer of the lung was considered by many investigators 
a coincidence. Since 1935, 23 such cases were recorded 
by American, English and German physicians. Wedler * 
noted 14 cases of asbestosis cancer in a series of 92 
necropsies on patients with asbestosis, or about 15 
per cent of cancer of the lung in persons who died 
from this industrial disease. The exposure time ranged 
from 3 to 27 years (average 15 years). 
in 17 cases were 35 to 75 years (average 50 years). 


The ages 


Until now the question of a causal relation between 
asbestosts and cancer of the lung has been an open 
one. The recently published Annual Report of the 
Chief Inspector of Factories in England for 1947 
provides additional data on the actual existence of such 
interrelations.*, During 23 years, 1924 to 1946 inclu- 
sive, 235 deaths, either caused by asbestosis or in which 
asbestosis had been established at necropsy, were 
reported to the Chief Inspector. Cancer of the lungs 
or pleura was found in 31 of these cases (13.2 per 
cent). Of the 128 male deaths in this group 22 (17.2 
per cent) were complicated by cancer of the lung, 
while of the 107 female deaths 9 (8.4 per cent) were 
similarly affected. The mean age at death from asbes- 
tosis complicated by cancer of the lung was 52.1 years. 
A causal relation between asbestosis and cancer of the 
lung is supported by the following observations: The 
incidence rate of cancer of the lung in this group is 
excessive, since the normal death rate from cancer 
of the lung among adults examined at necropsy at 
present is about 1 per cent of all necropsies. Moreover, 
there is a distinct shift in the sex distribution of cancer 
of the lung in the series of asbestosis cancers reported 
from England. The male-female sex ratio is 2.4:1, 
while it is 5:1 for cancers of the lung in general. 
This shift indicates that an environmental and evi- 
dently occupational carcinogen was active in the asbes- 
tosis group, tending to equalize the incidence rate of 
cancer of the lung for both sexes. Recent experimental 
observations support this interpretation of clinical evi- 
dence. Nordmann and Sorge * exposed mice to inhala- 
tion of asbestos dust and found that in 20 per cent 
of the surviving animals there developed squamous cell 
cancer originating from the bronchial mucosa, while 
other types of epithelial proliferation were present in 
42 to 57 per cent of these animals, in addition to diffuse 
or nodular fibrosis of the lung. The histologic character 
of the cancers (squamous cell cancer instead of adeno- 
carcinoma seen in the spontaneous cancer of the lung 
of mice) and the histogenetic derivation of the tumors 
(bronchial mucosa instead of alveolar epithelium of the 
spontaneous type) indicate that a specific factor of 





1. Wedler, H. W.: Asbestose un Lungenkrebs. Deutsche med. Wchn- 
schr. 69: 575, 1943. 

2. Extract from Annual Report of the Chief Inspector of Factories for 
the Year 1947: Medical Section, London, His Majesty’s Stationery 
Office, 1947, pp. 15-17. 

3. Nordmann, M., and Sorge, A.: Lungenkrebs durch Asbeststaub im 
Tierversuch, Ztschr. f. Krebsforsch. 51:168, 1941. 
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exogenous origin, represented by the inhaled asbestos 
dust, was responsible for the bronchial cancers observed. 

Since some 20,000 workers are employed in the asbes- 
tos-producing industries of this country and Canada 
and many additional thousands in various asbestos- 
consuming industries, increased attention to this prob- 
able occupational hazard of cancer of the lung by the 
medical profession is desirable. Cytologic examinations 
of the bronchial secretion may well be included in the 
periodic examination of workers exposed to asbestos 
dust whenever clinical or roentgenologic evidence indi- 
cates the possible existence of a pulmonary cancer. 
As the available evidence shows that the occurrence 
of cancer of the lung is related to pulmonary asbestosis 
and is not merely a possible sequela of exposure to 
all fatal there 
should be postmortem examination with detailed histo- 


dust, in cases of asbestosis 


asbestos 


logic analysis. The anatomic lesions produced by 


asbestos dust in the lungs make difficult at times dis- 


tinction by clinical and roentgenologic diagnostic 


methods between changes of pneumoconiotic nature and 


those that might indicate a cancerous growth. 





Current Comment 


NODULAR PANNICULITIS—WEBER- 
CHRISTIAN DISEASE 
Weber-Christian’s disease, or nonsuppurative nod- 
ular panniculitis, is characterized by recurring episodes 
of fever and the development of numerous painful and 
slightly tender subcutaneous nodules. In only 3 of 
33 recorded cases was death apparently due to the 
In the case reported by Kritzler,' in which 
necropsy was done, the nodular lesions were limited 
to the subcutaneous fat. fat emboli 
found in the lungs and there was widespread acute 
In the case examined 


disease. 


However, were 
necrosis of the liver and spleen. 
at necropsy by Spain and Foley,’ necrotic areas were 
found not only in the fat but in the 
mesenteric, omental and pretracheal fat. Fat emboli 
were not found in the lungs, nor were areas of necrosis 
However, foci of fat 


subcutaneous 


observed in the liver or spleen. 
necrosis were present in the region of the pancreas. 
A third case investigated at necropsy was that of 
Mostofi and Engleman,* in which nonsuppurative pan- 
niculitis involved the skin, the epicardium and the peri- 
pancreatic, periadrenal, perirenal and mesenteric tissues. 
The nodules in the fat are of variable appearance. 
The earliest lesions consist of small accumulations 
of fat-laden macrophages. Later, there are 
what larger lesions that present small areas of central 
necrosis in the immediate vicinity of which are lympho- 
cytes, polynuclear leukocytes and fat-laden macro- 
phages. In still older nodules, the necrotic material 
is decreased or absent and the lesions are partially or 
completely replaced by fibrous tissue. In Spain and 


some- 


1. Kritzler, R.: A Case of Weber-Christian’s Disease, Proc. New York 
Path. Soc., 1940-1941, p. 47. 

2. Spain, D. M., and Foley, J. M.: Non-Suppurative Panniculitis, Am. 
J. Path. 20: 783, 1944. 

3. Mostofi, F. K., and Engelman, E.: 
Suppurative Panniculitis, Arch. Path, 43: 417 (April) 1947. 


Fatal Relapsing Febrile Non- 


J. A. M.A 
Aug. 13, 1949 


COMMENT 


Foley’s patient, who was an alcohol addict, there were 
changes indicating a late stage of chronic glomerulo- 
nephritis, and death occurred with the symptoms of 
uremia. Such changes in the kidney are perhaps bes 
interpreted as accidental necropsy findings without 
direct relationship to the syndrome under discussion, 
A disease in rabbits apparently analogous to that of 
nonsuppurative panniculitis in man has been described 
by Duran-Reynals * and others. The cause of Weber- 
Christian's disease is unknown. 


CRISIS IN SCIENTIFIC RESEARCH 

Further evidence that the medical profession must 
coordinate and intensify its protection of the right to 
carry on experimental studies on animals in labora- 
tories is provided in a report on this type of legislation 
in the District of Columbia. Representatives from 
twenty-six national health and science groups, local 
hospitals, lay groups and governmental agencies have 
united behind Senate bill 1703, providing for labora- 
tory use of the 7,000 to 10,000 unclaimed dogs now 
destroyed each year in the District pound. The usual 
frenzied distortion and political pressure by antiviyi- 
sectionists have placed the bill in jeopardy, according to 
the National Society for Medical The 
society quotes Dr. A. C. Ivy, its secretary-treasurer, 
to the effect that members of the special Senate com- 
mittee to which the bill was referred are personally in 
favor of it but the bill probably will not be reported 
out. Dr. Ivy has issued an appeal that interested per- 
sons write letters of endorsement to Senator J. Howard 
McGrath, of Rhode Island, who introduced the mea- 
sure, and Senator Margaret Chase Smith, of Maine, 
chairman of the subcommittee. Some such concerted 
action is necessary at state as well as national levels 
to beat back efforts of a small, misguided group to 
obstruct the advancement of science. 


Research. 


FIRST TELEVISION NETWORK HEALTH 
SHOW 


The first health education program ever presented 
on a television network was viewed and heard from 
the NBC-TV studios in Radio City, New York, 
June 16. Transmitted as far west as Chicago, the 
program, titled “Your Good Health and the Mighty 
Atom,” was arranged through the Bureau of Health 
Education of the American Medical Association and 
produced under the supervision of Mrs. Harriet 
Hester, radio coordinator for the Bureau. The pro 
gram dealt with the use of radioisotopes in medicine, 
particularly radioactive iodine. Dr. Paul C. Aebersold, 
Chief, Radio-isotopes Division, United States Atomic 
Energy Commission, Oak Ridge, Tenn., was inter- 
viewed by an NBC announcer on the principles ol 
radioactivity. With a Geiger counter specially ampli- 
fied, Dr. Aebersold demonstrated first how radioactivity 
can be traced and atoms identified. Later, with a patient 
furnished by Dr. Sidney C. Werner, Columbia College 
of Physicians and Surgeons and Presbyterian Hospt “4 
he demonstrated concentration of radioactive iodine ™ 
the thyroid. 


— 





4. Duran-Reynals, F.: A Necrotizing Disease in Rabbits, Affecins 
Fatty and Muscular Tissues, Yale J. Biol. & Med. 28: 583, 1 
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Washington Letter 


(From a Special Correspondent) 


Aug. 1, 1949. 


Radioisotope Research Encouraging, 
Dr. Warren Reports 


In the three years that the Atomic Energy Commission has 
been distributing radioisotopes for medical research, the amount 
of new knowledge that has been gathered is “amazing,” accord- 
ing to Dr. Shields Warren. His observation was made, in his 
capacity as director of AEC’s division of biology and medicine, 
in the course of a press conference on August 4 on medical- 
biologic aspects of the Commission’s sixth semiannual report 
submitted to Congress a few days previously. 

For particular mention, among projects now being undertaken 
with AEC financial support, he singled out blood investigations 
at the University of Michigan and studies of changes in hepatic 
function in irradiated animals at the Bowman Gray School of 
Medicine, as well as long range research which has been pro- 
ceeding in Japan for the last two years under the auspices of 
the National Research Council. 

“Three years ago we assumed that the Commission would 
have to support a great part of this research,” said Dr. Warren. 
“This has not been necessary. The Commission has found that 
it has simply to produce the isotopes. The research workers, 
clinics, laboratories and hospitals need no encouragement to put 
them to work.” 

Since August 1946, 7,613 shipments of radioisotopes have 
been made to research laboratories and hospitals. Nearly 30 
per cent of the consignments has been for cancer investigations. 


Medical Missions Leave for Europe and Far East 

Departing within twenty-four hours of each other early in 
August, an Army medical mission left for the Far East on a 
professional inspection trip and a group headed by Dr. Raymond 
B. Allen, medical services director of the armed forces, took 
off from Washington on a ten day tour of military medical 
installations in Europe. 

Members of the Far East party were Col. Warner F. Bowers, 
chief of the surgical consultants division in the Office of the 
Army Surgeon General, and three civilian consultants: Dr. 
Henry H. Kessler (surgery), Newark, N. J.; Dr. Bruce Webster 
(internal medicine), New York, and Dr. Russell N. DeJong 
(neuropsychiatry), Ann Arbor, Mich. The tour is scheduled 
to last thirty-five days. 

Dr. Allen was accompanied by the deputy director. Dr. 
Richard L. Meiling; Charles P. Cooper, chairman of the Armed 
Forces Medical Advisory Committee; Navy Surgeon General 
Clifford A. Swanson; Air Force Surgeon General Malcolm C. 
Grow; Army Deputy Surgeon General George E. Armstrong, 
and Rear Admiral Joel T. Boone, general inspector of Navy 
medical activities. 


Telegrams Fifteen to One Against Department 
of Welfare 


The Senate Expenditures Committee had received, up to 
August 4, approximately 1,500 telegrams and letters protesting 
the establishment of a Department of Welfare as successor to 
the Federal Security Agency. It was on August 4 that the Com- 
mittee, by a 7 to 4 margin, approved the Taft-Fulbright-Hunt 
resolution disapproving the reorganization plan. Committee 
officials disclosed ‘that all but 100 of the 1,600 communica- 
tions received urged approval of the resolution. State, county 
and local medical societies comprised the majority of the 
correspondents, while those supporting the Department of Wel- 
fare were labor groups and social service organizations in the 
main. These telegrams and letters were exclusive of the hun- 
dreds of similar communications sent to individual members of 
Congress. Senator Humphrey (D., Minn.) said that he alone 
feceived more than 500 of them. 

he seven senators who voted against the Department of 
Welfare plan were John L. McClellan (committee chairman, 


D., Ark.), James O. Eastland (D., Miss.), A. Willis Robertson 
(D., Va.), Joseph R. McCarthy (R., Wis.), Irving M. Ives 
(R., N. Y.), Karl E. Mundt (R., S. D.) and Andrew F. Schoeppel 
(R., Kansas). 

Three Democrats and one Republican constituted the minority : 
Senators Hubert H. Humphrey (Minn.), Glen H. Taylor (Idaho) 
and Clyde R. Hoey (N. C.) and the Senate’s woman member, 
Mrs. Margaret Chase Smith (Maine). 


Veterans Administration Issues Hospital Report 

As of July 31, 1949, the Veterans Administration was operat- 
ing 106,491 hospital beds in 130 institutions, according to its 
latest compilation. Of the total, 48,571 beds were in 99 general 
medical and surgical hospitals; 48,921 were in 33 mental hos- 
pitals and 8,999 were in 18 tuberculosis hospitals. Under con- 
struction on that date were 32 hospitals and six additions, 
comprising a prospective 15,301 beds. In the planning stage 
were 30 more hospitals and five additions, which would add 
21,650 beds. 





Coming Medical Meetings 


Aero Medical Association, New York, Aug. 29-Sept. 2. Dr. Thomas 
H. Sutherland, 214 S. State St., Marion, Ohio, Secretary. 

American Association of Obstetricians, Gynecologists and Abdominal 
Surgeons, Hot Springs, Va., The Homestead, Sept. 8-10. Dr. Leroy 

Calkins, University of Kansas Medical Center, Kansas City 3, 
Kan., Secretary. 

American Congress of Physical Medicine, Cincinnati, Netherlands Plaza 
Hotel, Sept. 6-10. Dr. Richard Kovacs, 2 E. 88th St., New York 28, 
Secretary. 

American Hospital Association, Cleveland, Sept. 26-29. Mr. George P. 
Bugbee, 18 East Division St., Chicago, Executive Secretary. 

American Roentgen Ray Society, Cincinnati, Oct. 4-7. Dr. H. Dabney 
Kerr, University Hospitals, lowa City, lowa, Secretary. 

Colorado State Medical Society, Denver, Shirley-Savoy Hotel, Sept. 
20-23. Mr. Harvey T. Sethman, 835 Republic Bldg., Denver, Execu- 
tive Secretary. 

Gulf Coast Clinical Society, Pensacola, Fla., Oct. 6-7. Dr. Arthur J. 
Butt Jr., Pensacola, Fla., Secretary. 

Indiana State Medical Association, French Lick, Sept. 25-27. Mr. Ray E. 
Smith, 1021 Hume-Mansur Bldg., Indianapolis 4, Executive Secretary. 

International Congress of Biochemistry, Cambridge, England, Aug. 19-25. 
Lieut. Col. Francis J. Griffin, 56 Victoria St., London, W.C.1, 
Organizer. 

International Neurological Congress, Paris, France, Sept. 5-10. Dr. 
Raymond Garcin, 19 rue de Borgogne, Paris, General Secretary. 

Kansas City Southwest Clinical Society, Kansas City, Mo., Municipal 
Auditorium, Oct. 3-6. Dr. W. Merritt Ketcham, 630 Shukert Bldg., 
Kansas City, Mo., Secretary. 

Kentucky State Medical Association, Owensboro, Oct. 6-9. Dr. Bruce 
Underwood, 620 S. Third St., Louisville 2, Secretary. 

Michigan State Medical Society, Grand Rapids, Pantlind Hotel and Civic 
Auditorium, Sept. 21-23. Dr. L. Fernald Foster, 2020 Olds Tower, 
Lansing 8, Secretary. 

Mississippi_ Valley Medical Society, St. Louis, Jefferson Hotel, Sept. 
28-30. Dr. Harold Swanberg, 209-224 W. C. U. Bldg., Quincy, IIL, 
Secretary. 

Nevada State Medical Association, Elko, Sept. 29-Oct. 1. Dr. Roland W. 
Stahr, 118 California Ave., Reno, Secretary. 

Northern Minnesota Medical Association, Alexandria, Sept. 9-10. Dr. 
C. L. Oppegaard, Crookston, Secretary. 

Pennsylvania, Medical Society of the State of, Pittsburgh, Hotel William 
Penn, Sept. 26-29. Dr. W. F. Donaldson, 8104 Jenkins Arcade, Pitts- 
burgh 22, Secretary. 

Southern Minnesota Medical Association, Red Wing, Sept. 12, Dr. W. 
A. Merritt, Rochester, Secretary. 

Southwestern Surgical Congress, Houston, Tex., Shamrock Hotel, Sept. 
26-28. Dr. C. R. Rountree, 525 N.W. Eleventh St., Oklahoma City 3, 
Secretary. 

Utah State Medical Association, Salt Lake City, Sept. 1-3. Dr. Ray T. 
Woolsey, 42 S. Fifth East St., Salt Lake City 2, Secretary. 

Vermont State Medical Society, Burlington, Sept. 8-9. Dr. James P. 
Hammond, 542 Main St., Bennington, Secretary. 

Washington State Medical Association, Seattle, Olympic Hotel, Sept. 
11-14. Dr. James W. Haviland, 338 White-Henry-Stuart Bldg., Seattle, 
Secretary. 

Wisconsin, State Medical Society of, Milwaukee, Hotel Shroeder and 
Milwaukee Auditorium, Oct. 3-5. Mr. Charles H. Crownhart, 704 E. 
Gorham St., Madison, Secretary. 

Wyoming State Medical Society, Casper, Sept. 12-14. Dr. George H. 
helps, 1606 Capitol Avenue, Cheyenne, Secretary. 
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ACCEPTED FOR ADVANCED TRAINING 
rhe following medical officers have been accepted for advanced 
training by the civilian institutions indicated 





Col. Joseph | Peters, Lieut. Col. Merrill ¢ Davenport and Lieut. Col. 
Frederick J. Hughes, American Trudeau Society, New York, Diseases of 
the Chest 

Lieut. Col. M B. Bonsignore Washington University, St. Louis, 
Ort | lic S wer 

Lieut. Col. D las B. Kendrick, Mayo Foundation, Rochester, Minn., 
surgery 

Major John |! Bradley, Georgetown University, Washington, D. C., 
Inte: 1M 

Capt. Stuart H. Walker, Western Reserve University, Cleveland, Pedi- 
itr s 

First Lieut. Thelma Kiltz, St Mary's Infirmary, Galveston, Texas, 
Anesthes o ” 

First | G é L. M St. Mary's I ma Galvestor 
rexas, Anesthesi ‘ 

First | t. H \ BR e, Cornell University Medical College, New 
York, S \nat 
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Capt. T s S. Martin, Passavant Memorial Hospital, Cl go, Internal 
M 

( Robert F. Wright, Boston City Hospital, Boston, Otolaryngology. 

( ot n J B S oe v ent’s Hospital, New York, Medicine. 

( John K. Spitznagel, Barnes Hospital, St. Louis, Internal Medicine. 

Capt. Clem C. Crossland Jr., George Washington University Hospital, 


Washington, D. C., Pathology 
Capt. Allan C, Evans, Parkland Hospital, Dallas, Texas, Obstetrics and 
Capt. Frank E. Schwartz, Eye and Ear Hospital, Pittsburgh, Ophthal- 
First Lieut. Frank L. Dunn, and First Lieut. George A. Colom, Colorad 
Ps t Hospital, Derver, Psychiatry 
First | it. Edward L. Buescher, Children’s Hospital, Cincinnati, Vir- 


kirst Lieut. Josey L. Giradeau, Grady Memorial Hospital, Atlanta, 
. { ogy 

First Lieut. James D. Roorda, St. Elizabeth's Hospital, Chicago, and 
Alexian Brothers’ Hospital, Chicago, Internal Medicine 

First Lieut. John N. Gordon, Medical College of Virginia, Richmond, 
Obstetrics 

First Lieut. John A. Moncrief, Barnes Hospital, St. Louis, Surgery. 

First Lieut. Thomas H. Moseley, Crawford W. Long Hospital, Atlanta, 
Ga., Obstetrics and Gynecology 

First Lieut. William G. Phippen, Syracuse University Medical Center, 
Syracuse, N. Y., Surgery. 

First Lieut. Gilbert A. Varnell, Baroness Erlanger Hospital, Chatta- 
wa, Tenn., Obstetrics 
First Lieut. Robert C. Gildersleeve, White Memorial Hospital, Los 
Angeles, Fellowship in Oncologic Surgery. 

First Lieut. John Q. Thompson, Henry Ford Hospital, Detroit, Medi- 
cine 

First Lieut. Archibald M. Ahern, St. Mary’s Hospitals, St. Louis, 
Internal Medicine 

First Lieut. Thomas P. Clarke, Colorado Psychopathic Hospital, Denver, 
Psychiatry 

First Lieut. Robert R. Hahn, University Hospital, Baltimore, Medicine. 

First Lieut. John B. S« Iby, Garfield Hospital, Washington, D. C., 
Medicine 

First Lieut. Jack E. Geist, Minneapolis General Hospital, Minneapolis, 
Neuropsychiatry. 

First Lieut. John C. Baber Jr., Missouri Pacific Hospital, St. Louis, 
and St. Lukes Hospital, St. Louis, Surgery. 


no 


ARMY 


: First Lieut. Robert C. Gardner, St. Louis Children’s Hospital, St. 
ous, Pediatrics. 

First Lieut. Richard K. Cole Jr., University of Virginia Hospital, 
Charlottesville, Va., Psychiatry. 
: First Lieut. David W. Wardell, Colorado State Hospital, Pueblo, Colo. 
*sychiatry 

First Lieut. Louis J. West, New York Hospital, New York, Psychiatry. 

First Lieut. William F. Creeps, University of California Hospital, San 
Francisco, Obstetrics and Gynecology. 

First Lieut. Gerald A. Champlin, Missouri Baptist Hospital, St. Louis, 
murgery. 
_ First Lieut. Charles C. Parker, Medical College of Virginia, Richmond, 
Surgery. 

First Lieut. Vol K. Phillips, New York Hospital, New York, Internal 
Medicine. 

First Lieut. Donald G. Pocock, Cleveland City Hospital, Cleveland, 
Internal Medicine 


First Lieut. William H. Weingarten, Northwestern Hospital, Minne 


apolis, Surgery 
First Lieut. Richard K. Blaisdell, Charity Hospital of Louisiana, New 
Orleans, Medicine 
I Lieut. Anthony L. Brittis, Bellevue Hospital, New York, Physical 


Medicine 
First Lieut. Joseph V. Conroy Jr., Medical Center, Jersey City, N. J. 
murgery. 
First Lieut. Clifford P. Coplerud, Grady Memorial Hospit: 
Ga., Obstetrics and Gynecology 


First Lieut. Ira B. Harrison, Emory University Hospital, Atlanta, Ga. 


Atlanta, 


First Lieut. Robert H. Moser, Georgetown University Hospital, Wash- 
gton, .. Internal Medicine. 
First Lieut. Paul E. Teschan, Presbyterian Hospital, Chicag Internal 
First Lieut. Charles E. Butterworth, Jefferson-Hillman Hospital, Bir- 
Al Internal Medicine 

First Lieut. William J.*Dean and First Lieut. Armand E. Hendee, 
Grady Memorial Hospital, Atlanta, Ga., Internal Medicine and Obstetrics 
and Gynecology, respectively. 

First Lieut Jol n B Logan 
D. C., Internal Medicine. 

‘irst Lieut. Roscoe E. Mason, Boston City Hospital, Boston, Surgery. 

First Lieut. Carter L. Meadows, Emory University Hospital, Atlanta, 
Ga., Surgery. 

First Lieut. Francis J. Peisel, Morrisania City Hospital, Bronx, N. Y., 
Otolaryngology 

First Lieut. Robert H. Wildhack, Millard Fillmore Hospital, Buffalo, 
Obstetrics and Gynecology. 

First Lieut. Don G. Bock, Methodist Hospital, Indianapolis, Internal 
Medicine. 

First Lieut. William W. Bindeman, West Baltimore General Hospital, 
Baltimore, Surgery. 

First Lieut. Robert M. Senty, Charles T. Miller Hospital, St. Paul, 
Internal Medicine. 

First Lieut. Robert M. Counts, Barnes Hospital, St. Louis, Neuropsy- 
chiatry. 

First Lieut. Samuel L. Dunaif, Bellevue Hospital, New York and New 
York State Psychiatric Institute, New York, Psychiatry. ; 

First Lieut. Williford Eppes, University Hospital, Baltimore, and State 
University of Iowa Hospitals, lowa City, Medicine. , 

First Lieut. David A. Hamburg, Yale University, New Haven Hospital, 
New Haven, Conn., Psychiatry, and Michael Reese Hospital, Chicago, 
Neuropsychiatry. 

First Lieut. John H. Webb Jr., Grady Memorial Hospital, Atlanta, Ga. 
Surgery. ‘ 

Lieut. Col. Warren J. Barker, University of Chicago School of Medi- 
cine, Chicago, Psychiatry, and Institute for Psychoanalysis, Chicago, 
Personal Psychoanalysis. 

Major Hinton J. Baker, Mary Imogene Bassett Hospital, Cooperstown, 
‘. Y., Tissue Culture. 





Garfield Memorial Hospital, Washington, 


a\e ” 


PERSONAL 


Colonel Emmett M. Smith has been appointed chief of the 
Physical Medicine Consultants Division in the Surgeon Gen- 
eral’s office and Colonel Hugh R. Gilmore Jr., head of the 
Pathology and Allied Sciences Division. 

Dr. Lewis H. Weed, chairman of the Surgeon General's 
Committee on Medical Indexing, Army Medical Library, has 
resigned on account of illness. 





NAVY 


MONTHLY MEDICAL MEETING 


Dr. Richard B. Cattell, of Boston, was the guest speaker at 
the Naval Medical School, Bethesda, Md., June 2, 1949. Dr. 
Cattell lectured on “Management of Inflammatory Lesions of 
the Small and Large Intestines.” 


PERSONAL 


Lieutenant Wendell W. Robley, MC, has been recently cer- 
tified by the American Board of Radiology. 


DUTY UNDER INSTRUCTION 


The following officers have been nominated for duty under 
instruction in the Graduate Medical Training Program: 


Comdr. Benjamin W. Clark, General Surgery, University of Pennsyl- 
vania Graduate School of Medicine. r 

Comdr. Paul R. Engle, Tropical and Internal Medicine, Tulane Unt 
versity School of Medicine. 

Comdr. James E. Eppley, Surgery, University of Pennsylvania Graduate 
School of Medicine. 

Comdr. Donald W. Miller, Surgery, Naval Hospital, San Diego. 
-—" Derrick C. Turnipseed, Surgery, Naval Hospital, Long 

if. 


A. M. A, 
Aug. 13, 1949 
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Comdr. John D. Walters, Dermatology and Syphilology, Naval Hospital, 
hiladelphna. 
on Elwood L. Woolsey, Obstetrics and Gynecology, University of 
Pennsylvania Graduate School of Medicine. 

Lieut. Comdr. Wm. G. Lawson, Dermatology and Syphilology, Naval 
Hospital, San Diego. 

Lieut. (jg) William T. Lineberry, Surgery, University of Pennsylvania 
Graduate School of Medicine. 


1223 


Lieut (jg) Edward J. Rupnik, Surgery, Naval Hospital, National Naval 
Medical Center, Bethesda, Md. 

Lieut. (jg) Alan D.. Watson, Dermatology and Syphilology, Skin and 
Cancer Unit, New York University College of Medicine. 

Lieut. (jg) Sydnor T. Withers, Dermatology and Syphilology, Naval 
Hospital, St. Albans, N. Y. 

Lieut. (jg) Henry E. Wolfe Jr., Urology, James Buchanan Brady 
Foundation of New York Hospital. 





VETERANS ADMINISTRATION 


MATHEMATICAL FORMULA FOR SELECTING 
HOSPITAL SITES 


Carl R. Gray Jr., Veterans Administrator, announces that 
Salisbury, N. C., was chosen as the site for a 1,000 bed neuro- 
psychiatric hospital which is expected to cost about $17,000,000. 
The Veterans Administration has owned the land, 411 acres, 
since 1945. Mr. Gray inspected several sites in North Carolina 
before selecting the one at Salisbury, and after he returned to 
Washington a mathematical formula was devised by which sites 
could be compared with each element of importance in locating 
a hospital, so that the selection could be made strictly on a 
mathematic basis. This formula proved so successful in this 
instance, Administrator Gray announced that it will be used 
in all future selections of hospital sites. The Salisbury site 
chosen, he said, is not quite as good as some others from the 
point of view of the association with medical schools; but the 
fact that the city of Salisbury has spent $304,000 and the U. S. 
Government has spent $1,030,000 on the site more than out- 
weighed this consideration, and it was determined to use the 
site which was originally selected for a hospital and abandoned 
when the Veterans Administration construction program was 
cut back earlier this year. 

Before the Administrator announced his decision, the chief 
medical director (Dr. Paul B. Magnuson) and assistant admin- 
istrators concerned in locating hospitals, were consulted and all 
participated in the application of the formula to this particular 
selection. They were unanimous in their agreement on the 
selection and the use of the formula for future hospital sites. 


NEW HOSPITAL MANAGERS 


The Veterans Administration announces the following appoint- 
ments: Dr. John F. Bresnahan to be manager of the hospital 
at Fayetteville, Ark., replacing Dr. Frank N. Gordon, who 
retired on account of age; Dr. Louis V. J. Lopez to be manager 


of the hospital at Fort Meade, S. D., succeeding Dr. Harold 
E. Foster, who died April 19; Dr. George S. Littell to succeed 
Dr. Bresnahan, who formerly was manager of the Wichita 
hospital, Kansas. 


PERSONAL 


Dr. John W. Claiborne became manager of the Veterans 
Hospital at Jefferson Barracks, Mo., July 24, replacing Dr. 
Walter A. German, who became chief medical officer in the 
Veterans Administration Regional Office at Miami, Fla. 

Roger J. O. Cumming, formerly of Minneapolis, has been 
appointed chief of the Veterans Administration social service 
division, effective August 29. Mr. Cumming obtained his mas- 
ter’'s degree from the University of Chicago's School of Social 
Service Administration. He served in the Navy during World 


War II. 
Dr. Hayden H. Donahue has resigned from the staff of the 
Fort Roots Veterans Hospital, Arkansas, and has become 


director of research and education at the Arkansas State Hos- 
pital for Mental Diseases. He also is an associate professor 
of neuropsychiatry at the University of Arkansas School of 
Medicine. 

Dr. Francis A. Bulawa of Charles City, Iowa, has joined the 
orthopedic staff of the veterans hospital at St. Petersburg, Fla. 
Dr. Bulawa served in the Navy in the Pacific during the recent 
war. 

Dr. Michael Matte is now the chief medical officer at the 
veterans’ hospital at Wood, Wis. Before this assignment he 
was chief of the hospital section of the medical division in the 
central office of the Veterans Administration in Washington, 
§ 

Dr. David B. Witt became chief medical officer of the 
Veterans Administration office at Champaign, Ill, August 8. 





SECRETARY 


DRS. ALLEN AND MEILING TAKE OATHS 
AS DIVISION CHIEFS 


. Drs. Raymond B. Allen and Richard L. Meiling were sworn 
in July 6 by Secretary of Defense Louis Johnson as Director 
and Deputy Director, respectively, of the newly formed Medical 
Services Division of the National Military Establishment. Dr. 
Allen, who is President of the University of Washington, 
Seattle, will remain as Director of Medical Services for three 
months, returning to the University of Washington on October 
I, At that time Dr. Meiling, who is on the staff of the College 
ot Medicine of Ohio State University, Columbus, will be 
appointed Director. The ceremony in Secretary Johnson's office 
Was witnessed by top officials of the National Military Estab- 
lishment and other government agencies. 


OF DEFENSE 


SIXTY-THREE MORE BOARDS AND COM- 
MITTEES ABOLISHED 


Secretary of Defense Louis Johnson announced July 21 the 
abolition of 63 more boards and committees in the National 
Military Establishment. The groups were found either to have 
completed the work for which they were established or to be 
duplicating the functions of other organizations. Among the 
groups thus abolished were: (1) the Board to Study the U. S. 
Navy Band, (2) the Air Force Human Resources Board, (3) 
the Committee on Implementation of the Randolph Health Act 
and Foreign Service Act of 1946 and (4) the Army Information 
Committee. The total of committees and boards discontinued 
since April 1, 1949 is now 133. 





PUBLIC HEALTH SERVICE 


INSPECTION TRIP TO PUERTO RICO 


Dr. Raymond B. Allen, director, Medical Services Division, 
National Military Establishment, arrived in San Juan, Puerto 
Rico, July 17, with an inspection party of military medical 

8, including Dr. Richard L. Meiling, deputy director, the 
ugeons General of the Army and Navy and Air Corps and 
Rear Admiral Joel T. Boone of the U. S. Navy. They visited 
the Naval Station Dispensary at San Juan, Rodriguez General 


Hospital, the Veterans Administration Hospital (San Patricio) 
and the Army Medical Laboratory. They were entertained by 
Admiral D. E. Barbey and General Sibert. Among the guests 


were: Dr. Dwight S. Stevenson, director of the Presbyterian 
Hospital; Dr. Davis J. Zaugg, director of U. S. Public Health 
Service; Dr. Guillermo Arbona, commissioner of health; Dr. 
Enrique Koppisch, acting director of the School of Tropical 
Medicine, and Dr. Jaime Serra Chavarry, manager, Veterans 
Administration of Puerto Rico. 











Medical News 





(Physicians will confer a favor by sending for this department 
items of news of general interest: such as relate to society activi- 
ties, new hospitals, education and public health. Programs 
should be received at least two weeks before the date of meeting.) 


ARKANSAS 


Dr. Wells Heads Department.—Dr. Benjamin B. Wells, 
director of cancer research at the M. D. Anderson Hospital 
for Cancer Research, Houston, Texas, assumed his duties 
July 1 as head of the department of internal medicine at the 
University of Arkansas School of Medicine, Little Rock. 
Dr. Wells, a graduate of Baylor University College of Med- 
icine, Houston, 1935, served on the faculty of the University 
of Arkansas from 1946 to 1948 as professor of medicine and 
also as dean the last year. 


CALIFORNIA 


St. John’s Hospital Fall Clinic.—St. John’s Hospital, 
Santa Monica, will present its first Annual Fall Clinic Sep- 
tember 12-14. The program includes symposiums on_ hyper- 
thyroidism, the genitourinary system and jaundice; seminars 
in obstetrics and gynecology, pediatrics and hematology; a 


clinical pathologic conference, and peripheral-vascular clinic. 
Out of state guest speakers include Drs. Percy J. Carroll, 
Harry H. McCarthy and Louis D. McGuire, Omaha, Neb.; 


Malcolm B. Dockerty, Rochester, Minn., and Cyrus C. Sturgis, 
Ann Arbor, Mich. All interested physicians are invited to 
attend. 

Grants for Cardiovascular Research.—Grants totaling 
$11,820 to six Los Angeles County researchers for work in 
cardiovascular disease have been announced by the Los Angeles 
Heart Association, the Los Angeles County Tuberculosis and 
Health Association, and the A. M. Roberts Memorial Fund, 
administered by the Heart Division of the tuberculosis associa- 
tion. The research workers are: Dr. Thomas H. Brem, Vet- 
erans Hospital, Van Nuys; Dr. Harry Goldblatt, director of 
the Cedars of Lebanon Hospital Institute for Medical Research, 


Los Angeles; Drs. George C. Griffith, Helen E. Martin and 
Douglas R. Drury, University of Southern California Medical 
School, Los Angeles, and Dr. Travis Winsor, medical director, 
Nash Foundation, Hospital of the Good Samaritan, Los 
Ang les 
INDIANA 

Governor Appoints Tuberculosis Council.—A_ seven 

member Indiana Tuberculosis Council to aid the Indiana State 


treatment and care of tuberculosis was 
appointed by Governor Henry F. Schricker. The 
council was established by the 1949 General Assembly. 
Physician appointees are: Dr. Warren S. Tucker, Indianapolis, 
one year; Dr. Thomas R. Owens, Muncie, one year, and Dr. 
John R. Matthews, North Judson, two years. Laymen include 
Murray A. Auerbach, Indianapolis, executive secretary, two 
years; Robert O’Bannon, Corydon, four years, and Custis 
Hostetter, Lafayette, four years. 

Personals.—Dr. A. David McKinley, who practiced medi- 
cine in Speedway before entering service in World War II, 
has been appointed assistant medical director for the Indiana 
University Medical Center Hospitals in Indianapolis. Dr. 
McKinley received his M.D. degree from Indiana University 
School of Medicine, Indianapolis, in 1939. Dr. Earl W. 
Mericle, Indianapolis, has been appointed by Gov. Henry F. 
Schricker to the Indiana Council for Mental Health to succeed 
Dr. E. Rogers Smith, also of Indianapolis, who resigned. 
James A. Waggener, public relations director for the Indiana 
Blue Cross-Blue Shield organizations for two years, has become 
field secretary of the Indiana State Medical Association. 


Board of Health im the 


recently 








KANSAS 


Dr. Sutton Heads Department of Dermatology.—Dr. 
Richard L. Sutton Jr., Kansas City, became chairman of the 
department of dermatology at the University of Kansas School 
of Medicine, Lawrence-Kansas City, July 1, succeeding Dr. 
Charles C. Dennie, who has reached the retirement age for 
university executives. A graduate of the University of Mich- 
igan Medical School, Ann Arbor, 1929, Dr. Sutton was an 
associate professor of dermatology at the University of Kansas 
School of Medicine from 1943 to 1946. He was a major in the 
medical corp of the U. S. Army and chief of the skin and 
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syphilis section of the Woodrow Wilson General Hospital 
Staunton, Va. He is on the staffs of the Ellis Fischel State 
Cancer Hospital and the University Hospital in Columbia, 
and Kansas City General, Menorah, and St. Lukes hospitals 
in Kansas City. Dr. Dennie has been a member of the faculty 
for 32 years and chairman of the department for 10 years. 


MAINE 


State Medical Election.—The Maine Medical Association 
at its meeting in Poland Springs in June installed Dr Ralph 
A. Goodwin of Auburn as president and chose Dr. Foster C 
Small, Belfast, president-elect. 

Reorganize Administration of Jackson Laboratory.— 
As a part of plans for broad reorganization and extension of 
the staff of the Jackson Memorial Laboratory in Bar Harbor, 
George Davis Snell has been appointed scientific administrator. 
He will work with another executive under the director, Clar- 
ence C. Little, Sc.D. Dr. Snell received his Sc.D. degree from 
Harvard University in 1930 and since 1935 has been a research 
associate, a member of the staff and, in recent years, a trustee 
ot the laboratory, as well as chairman of a number of important 
committees. 


MASSACHUSETTS 


Warren Triennial Prize.—The Warren Triennial Prize 
for the best dissertation on some special subject in physiology, 
surgery or pathology will be awarded this year. Essays may 
be written in English, French or German and must be type- 
written and suitably bound. Work that has previously been 
published will not be considered, and original work will be 
given a high value. Essays will be received until November 15. 
The awards will consist of a first prize of $1,500 and a second 
prize of $500. The judges will be the General Executive Com- 
mittee of the Massachusetts General Hospital, Boston. 

Psychiatric Study Grant.—The U. S. Public Health Service 
under the National Mental Health Act has approved a grant 
for a trainee in psychiatry at the Walter E. Fernald State 
School situated 8 miles from Boston. The stipend for this level 
is $3,000 per year, but candidates at lower levels may be 
considered. Training will be offered in mental deficiency, 
child psychiatry and related psychiatric and neurologic prob- 
lems through supervised experience in the outpatient, inpatient, 
research laboratory, psychologic, education and social service 
departments, as well as participation in staff meetings, seminars 
in basic psychiatry and neurology and in child psychiatry. 
Applications or requests for further information should be for- 
warded to Dr. Malcolm J. Farrell, Superintendent, Walter E. 
Fernald State School, Waverley 78 


MISSOURI 


County Health Forum Lectures.—The Jackson County 
Health Forum Lecture Series, sponsored by the hospital auxil- 
iaries of the accredited hospitals of Jackson County, will begin 
September 21 and continue each month, except December, 
through April. These public lectures are held at 8:15 p. m. 
at the Little Theatre of the Municipal Auditorium in Kansas 
City and are free of charge. The program is as follows: 
Howard B. Sprague, Boston, Heart and Circulation. 

Oct. 19, Austin Smith, Assistant Editor, Tae Journat or THE AMER 
ICAN Mepicat Association, Chicago, Modern Miracles in Drugs. 
Nov. 23, Lawrence T. Post, St. Louis, Your Sight and Your Glasses. 
Jan. 18, William P. Holbrook, Tucson, Ariz., Arthritis and Rheumatism. 

Feb. 15, George H. Mohr, Chicago, Everybody’s Problem. 

March 15, Walter C. Alvarez, Rochester, Minn., Nervous Indigestion. 

April 19, Morris Fishbein, Editor, Tue JournaL oF THE AMERICAN 
Mepicat Association, Chronic Diseases and the Aged. 


Sept. 21, 


NEW YORK 


Honor Veteran Physicians.—The Medical Society of 
the County of Niagara on June 14 honored county physicians 
who had practiced medicine for more than 50 years. Those 
cited were Dr William H. Hodge, Niagara Falls, who has 
practiced 60 years in the county; Dr. Heinrich C. Leonhardt, 
North Tonawanda, 59 years; Dr. William G. Sprague 0 
Barker and Dr. Thomas J. McBlain, Lewiston, 58 years each; 
Dr. Murray Mudge, Middleport, 54 years; Drs. Norman 


Price, Niagara Falls, and Carl A. Blackley, Lockport, R 


years each; Drs. Lyman H. Wheeler, Lockport, Clayton 
Clarke, Ransomville, and Henry C. Lapp, North Tonaw 
52 years each; and Dr. E. Herbert Purvis, Lockport, 50 y 
Also honored were Dr. Elbert A. Palmer, Niagara Falls, 
has practiced medicine in the county and elsewhere fo 
and Dr.- Samuel Outwater, Lockport, 
years in Buffalo and in California. 
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New York City 


Society of Medical Jurisprudence.—Twenty-two repre- 
sentatives of the medical and legal professions on June 1 
organized the Brooklyn Society of Medical Jurisprudence 
under the leadership of Dr. George I. Swetlow, Brooklyn. The 
active membership will be composed of the active members of 
the medical, legal and dental professions. 

Dr. Lough Honored.—After 37 years of teaching and 
medical practice Dr. Walter G. Lough will retire August 31 
from his duties as professor and chairman of the department 
of medicine, New York University Post-Graduate Medical 
School, and director of the medical service, University Hos- 
pital. A testimonial dinner in his honor was given at the Wal- 
dorf-Astoria Hotel, June 21. 

Seton Hospital Affiliates with Medical College.—A 
teaching affiliation in the specialty of pulmonary diseases has 
been arranged between Seton Hospital and the New York 
Medical College, Flower and Fifth Avenue Hospitals. As soon 
as practicable graduate training will be undertaken, and in 
the future undergraduate instruction may also be instituted. 
The affiliation will provide a source of residents for the hospital 
and offers another institution to the college for specialized 
training in the field of pulmonary diseases. The 429 bed 
tuberculosis institution was taken over by the city May 1, 1949. 
Dr. Allen Kane is the medical superintendent. 

Faculty Changes at Long Island College.—The following 
changes in the faculty of the Long Island College of Medicine 
have been announced: Dr. Charles A. Gordon, a member of the 
faculty since 1923, has been named emeritus professor of ob- 
stetrics and gynecology, and Dr. Carl H. Laws, associated with 
the college since 1917, has been made a professor emeritus of 
pediatrics. Retiring by reason of mandatory age requirements 
are Dr. Milton G. Wasch, associate professor of clinical radi- 
ology and attending resident at the Jewish Hospital of Brooklyn 
since 1916, where he conducted his teaching duties; and Dr. 
Harry W. Mayes, a member of the department of obstetrics and 
gynecology for a number of years, conducting his teaching 
assignments at the Methodist Hospital of Brooklyn. 

Public Health Research Institute.—The city of New York 
has signed a seventeen year extension of its contract with the 
Public Health Research Institute whereby the city will grant 
to the institute $300,000 annually for two years and $400,000 
annually for the remaining fifteen years of the contract. Char- 
tered in 1941, the institute since 1945 has been receiving 
$200,000 each year from the city for a cooperative medical 
research program. The Public Health Research Institute is a 
nonprofit membership corporation, the research activities of 
which are under the direction of a council of scientists; Dr. 
Thomas M. Rivers, director, Hospital of the Rockefeller 
Institute for Medical Research, is the chairman. Dr. Walter 
W. Palmer, professor emeritus, Columbia University College 
of Physicians and Surgeons, is director of the institute. The 
institute already has served the city by improved methods of 
measuring nutrition, better means of preserving blood for 
transfusion, evaluation of dangers in continuous and _ indis- 
criminate use of sulfonamide drugs, better immunization tech- 
nics and development of a virus diagnostic laboratory. 


TEXAS 


Open Medicolegal Laboratory.—A medicolegal labora- 
tory, operated under a cooperative arrangement of the county, 
the University of Texas and the M. D. Anderson Foundation, 
was established recently in Houston. Located in the basement of 
Jefferson Davis Hospital, the laboratory is headed by Dr. W. W. 
Coulter Sr., chief pathologist at the hospital, with Dr. Charles 
A. Dwyer Jr., county physician, as his assistant. The laboratory, 
Which will be used in teaching medicolegal pathology in the 
University of Texas Postgraduate School of Medicine, is under 
the general direction of Dr. William O. Russell, head of the 
department of pathology of the University of Texas Medical 
Branch, Galveston. 

Dr. Livingood to Head Department.—Dr. Clarence S. 
Livingood, assistant professor of dermatology and syphilogy 
and head of the department at Jefferson Medical College, Phila- 
delphia, has been named professor of dermatology and syphilology 
at the University of Texas Medical Branch, Galveston. Dr. 
Livingood, a graduate of the University of Pennsylvania, Phila- 
delphia, 1936, is also an assistant professor in his field at the 
Graduate Medical School of the University of Pennsylvania in 
Philadelphia. Other appointments to the faculty include that 
of Dr. . Elwood E. Baird, professor of clinical pathology at 
the University of Colorado School of Medicine, Denver, as 
Protessor of clinical pathology in charge of the clinical labora- 
tories at the University of Texas Medical Branch Hospital. 


MEDICAL 
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PUERTO RICO 


Hospital Construction——A master plan for the con- 
struction of three hospitals in Southern Puerto Rico, prefer- 
ably in the city of Ponce, has been prepared by the Hospital 
Survey and Construction Agency, a division of the Insular 
Health Department, in cooperation with the U. S. Public 
Health Service. Preliminary plans are now under way for 
the construction with federal and insular funds of a 500 bed 
tuberculosis hospital, a 1,000 bed mental hospital and a 400 
bed general hospital. These three hospitals will be con- 
structed as soon as an amendment to the Hospital Survey 
and Construction Act of 1946 is approved by the United States 
Congress, extending the life of this legislation to 1955 and 
increasing the allocation of federal funds to twice the present 
appropriations. The law provides an allocation of $2,400,000 
for the fiscal year 1948-1949, already received by Puerto Rico, 
and a similar amount for the fiscal year 1949-1950 for invest- 
ment in an islandwide hospital construction and improvement 
program. Out of these funds, according to insular health 
officials, Puerto Rico will construct before 1951 the Ponce 
General District Hospital, costing $3,000,000. It will have a 
chronic disease section for the treatment of cancer and renal 
and heart diseases. The federal government pays one third of 
the cost of these units, and the balance is paid with insular funds. 

Julic A. Pérez, director of the Office of Puerto Rico in 
Washington, D. C., who until recently was executive secretary 
of the Hospital Survey and Construction Agency, has been 
inspecting hospitals in the United States to obtain reliable 
information of surgical treatment and installations for chest 
disease operations that will be purchased for the Ponce tuber- 
culosis hospital. 

If the amendment to the Hospital Survey and Construction 
Act now under consideration in Congress is finally approved, 
a sliding scale of funds will be provided through which the 
federal government will match up to two thirds of the cost 
of several projects. A master plan for the construction of all 
hospital units in Puerto Rico has been approved by the Puerto 
Rico planning board on the basis of the actual legislation. 
This means that, with additional federal funds to match insular 
funds, the plan will be enlarged accordingly. 


GENERAL 


Change Journal’s Editorial Office.—At the June 1949 
meeting of the Society for Investigative Dermatology, Dr. 
Naomi M. Kanof, Washington, D. C., was appointed chairman 
of the editorial board and Dr. Marion Sulzberger, New York, 
was named chief editorial consultant. Manuscripts and inquiries 
should be addressed to the editorial office of the Journal of 
Investigative Dermatology at 1150 Connecticut Avenue N.W., 
Washington 6, D. C. 


International Congress on Cancer.—The fifth Interna- 
tional Congress for Scientific Research and the Social Fight 
Against Cancer is to be held at the Sorbonne in Paris July 
17-22, 1950. Dr. A. Lacasagne is president of the congress. Par- 
ticipation is open to members of well known scientific and social 
associations or to men recommended by members of the execu- 
tive committees as well as the organizations affiliated with the 
union. Correspondence can be directed to Prof. V. LeLorier, 
Secretary-General of the Congress, 6 Avenue Marceau, Paris 
8, France. 

International Congress of Military Medicine. — The 
Twelfth International Congress of Military Medicine and Phar- 
macy will be held in México, D. F., October 23-29. Topics under 
discussion include new medicosocial problems in the army; 
pathology and treatment of lesions caused by the atomic bomb; 
the psychoses of war and the biochemical study of the minimum 
ration of the combat soldier ; maxillofacial wounds ; air transport 
for the medical services to the combat forces, and the study of 
medicaments. This congress will be followed, on November 
6-8, by the twelfth session of the Conference of the Interna- 
tional Office of Documentation of Military Medicine in Havana. 
The association on November 7 will take up the subjects: 
reparative surgery of maxillofacial wounds, project of codifica- 
tion of international medical law and the outlook for medicine 
in times of war. The International Committee of Military Medi- 
cine and Pharmacy will also meet. 


“Uniform Salesman” Racket.—A man calling himself 
H. D. Hunter and representing himself as a salesman for the 
Hoover Manufacturing Sales Company, 251 West 19th Street, 
New York 11, has been accepting orders and cash deposits for 
nurses’ uniforms in Greenville, S. C. This man is not a legal 
representative and is not connected with this company. He 
has been apprehended previously and tried and convicted for 
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obtaining money under false pretenses by working this same 
racket. H. D. Hunter is described as being between 45 and 50 
years of age, 5 feet 6 inches tall and approximately 170 pounds 
in weight. He has brownish black hair, graying at the temples. 
He wears tortoise-shell-rimmed glasses and appears to be 
Jewish. He is courteous and gentlemanly in manner and 
dresses neatly in business suits. He has a catalog and samples of 
the Hoover Manufacturing Sales Co. and will accept a check 
in payment for orders but insists that the check be made 
payable to him. Any information concerning this man should 
be addressed to Detectives L. G. Dill and C. E. Howard, 
Department of Police, Greenville, S. C. 

Markle Scholars in Medical Science Nominations.— 
The John and Mary R. Markle Foundation invites deans of 
accredited medical schools in the United States and Canada 
to make nominations for the third group of scholars in medical 
science on or before Dec. 1, 1949. Each school may nominate 
one candidate. The purpose of the scholar program is to help 
promising young men and women with a strong interest in 
teaching and research to become established in academic medi- 
cine. Candidates should have completed the usual fellowship 
training in some area of science related to medicine and should 
hold, or expect to hold, in the academic year 1950-1951 a 
full time faculty appointment on the staff of a medical school. 
Grants of $250,000, payable at the rate of $5,000 annually, will 
be made to the schools over a five year period for the support 
of each scholar finally selected, his research, or both. The num- 
ber of scholars to be appointed in 1950 has not yet been 
determined. Sixteen were chosen in 1948 and thirteen in 1949, 
\ new booklet describing the plan, with suggestions for making 
application, is available on request from the Foundation, 14 
Wall Street, New York 5, N 1 

Obstetricians, Gynecologists and Abdomina! Surgeons 
Meeting.—The annual meeting of the American Association 
of Obstetricians, Gynecologists and Abdominal Surgeons will 
be held at the Homestead, Hot Springs, Va., September 8-10, 
under the presidency of Dr. James R. Bloss, Huntington, 
W. Va. Physicians invited to deliver papers at the scientific 
sessions include 

Douglas W. Sparling, Montreal, Que., Theca Cell Tumors. 

Edward C. Hughes, Syracuse, N. Y., Nutritional Value of the Endo- 

metrium for Implantation and Habitual Abortion 

Kenneth T. MacFarlane, Montreal, Que., Uterine Sarcoma 

J. Robert Willson, Philadelphia, Management of Excessive Fluid 

Retention in Normal and Toxemic Pregnancies. 

The Foundation Prize Thesis will be given by Dr. Thomas 
L. Ball, New York, on “Topographic Urethrography” and the 
Joseph Price Oration by Mr. Charles D. Read, London, England, 
on “Stress Incontinence of Urine” the evening of September 8. 
Dr. George F. Lull, Secretary, American Medical Association, 
Chicago, will speak on “National Legislation Affecting the 
Medical Profession” at the banquet September 9. 

Surgical Congresses.—The Sixth Inter-American Congress 
of Surgery will meet as a part of the Thirty-Fifth Clinical 
Congress of the American College of Surgeons from October 
7-21, with headquarters at the Stevens Hotel, Chicago, and 
will continue on October 21-23 with its own sessions, most of 
which will be held in the John B. Murphy Memorial Auditorium 
of the college. This will be the first time that the Inter-Amer- 
ican Congress of Surgery has been held in the United States. 
The scientific sessions, scheduled for Saturday and Sunday 
afternoon, will center around three main themes: Acute Cranio- 
cerebral Trauma, with Dr. E. Jefferson Browder, Brooklyn, 
as the main speaker; Treatment of Injuries in the Region of 
the Ankle with Complications and Sequelae, with Dr. Harrison 
L. McLaughlin of New York as main speaker, and Pulmonary 
Carcinoma, with Dr. Evarts A. Graham, St. Louis, as main 
speaker. Each surgical society outside the United States and 
Canada which is represented will appoint a discussion leader, 
or correlator, for each of the themes. Between two and three 
hundred Latin-American surgeons are expected to attend the 
sessions, which will also be open to fellows from the United 
States and Canada. At the Clinical Congress of the American 
College of Surgeons Sir James R. Learmonth of Edinburgh 
will deliver the Martin Memorial Lecture October 17. Lord 
Webb-Johnson, London, president of the Royal College of 
Surgeons of England, will deliver the fellowship address at 
the convocation Friday evening. Television of operations in 
color from St. Luke’s Hospital to the Stevens will be on each 
day’s program during the Clinical Congress. Other events will 
include scientific sessions, official meetings, hospital conferences, 
medical motion picture showings, technical and scientific exhibits 
and operative and nonoperative clinics in the Chicago area. 
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Prevalence of Poliomyelitis.—Reports of cases of polio- 
myelitis for the periods indicated have been received from the 
Division of Public Health Methods, U. S. Public Health 
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Marriages 


Joan K. Barser, Brooklyn, to Dr. Frederic T. Kirkham Jr, 
of San Antonio, Texas, in Sea Girt, N. J., June 16. 

Ricuarp Micuart Karxa, Tampa, Fla. to Miss Mary 
Elizabeth Nipher at Silver Springs, Md., June 5. ; 

Ricuarp Winston THALER, Knoxville, Tenn., to Miss Vie- 
toria Louise Sears in Braintree, Mass., June 18. 

WittiamM AsHLey CHerry, New Orleans, to Dr. FLORA 
Fincn of McComb, Miss., June 9. 5 

Witttam Paut Doremus to Miss Barbara Madeline Wil- 
cox, both of New York, June 12. 

Atsert Joserpn Baroopy, Columbia, S. C., to Miss Hazel 
Haskins of Ninety-Six, May 14. ° : 

Wituasm C. Fevpman, Kingston, N. Y., to Miss Arline 
Karu in New York, June 18. 
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Deaths 


Rafe Nelson Hatt, Honolulu, Hawaii; born in West Paris, 


Maine, Nov. 11, 1889; Tufts College Medical School, Boston, 
1918: member of the American Medical Association, American 
Orthopaedic Association and the American Academy of Ortho- 
paedic Surgeons; fellow of the American College of Surgeons ; 
served overseas during World War II; formerly member of 
the Massachusetts Public Health Council; chief surgeon at 
the Shriners’ Hospital for Crippled Children; for many years 
practiced in Springfield, Mass., where he was past president of 
the Springfield Academy of Medicine, chief surgeon at the 
Shriners’ Hospital for Crippled Children, and consulting ortho- 
pedic surgeon, Springfield and Wesson Memorial hospitals ; 
in 1938 awarded the honorary degree of Master of Arts by the 
Colby College in Waterville, Maine; died May 27, aged 59, of 
coronary thrombosis. 

Walter Asahel Hoyt ® Akron, Ohio; born in Grass Lake, 
Mich., April 17, 1887; University of Michigan Department of 
Medicine and Surgery, Ann Arbor, 1912; past president of the 
Summit County Medical Society; specialist certified by the 
American Board of Orthopaedic Surgery; in 1941 the American 


Medical Association awarded him the Certificate of Merit for 
an exhibit on the treatment of acute osteomyelitis with sulfathia- 
zole without operation and in 1942 the American Academy of 
Orthopaedic eSurgeons, of which he was a member, awarded 
him the gold medal for the same exhibit; member of the Clini- 
cal Orthopaedic Society; fellow of the American College of 
Surgeons; formerly on the professional advisory committee of 
the state welfare department; on the staffs of the City, 
Children’s and St. Thomas hospitals; died May 31, aged 62, 
oF carcinoma, 


Ira Bradford Chadwick @ Coffeyville, Kansas; born in 


Hamilton County, lowa, Dec. 7, 1869; Medico-Chirurgical Col- 
lege Kansas City, Mo., 1902; specialist certified by the 
American Board of Ophthalmology and the American Board 
of Otolaryngology; member of the American Academy of 
Ophthalmology and Otolaryngology; fellow of the American 
College of Surgeons; served during World War I; on the 
staff of the Coffeyville Memorial Hospital; died in the Veter- 


ans Administration Hospital, Muskogee, Okla., June 16, aged 
79, of carcinoma of the cecum. 

Nelson Miles Black Jr.. ® Miami, Fla.; University of 
Pennsylvania School of Medicine, Philadelphia, 1939; served 
during World War II: for outstanding heroism displayed at 
Army Air Base APO 215 on Dec. 24, 1944, was awarded the 
Soldier's Medal; died June 9, aged 36. 

Charles Bock ®@ Los Angeles; Fort Wayne (Ind.) College 
of Medicine, 1897; died May 31, aged 79, of heart failure. 

Ritchie Lilburne Byrd, St. Louis; Beaumont Hospital 
Medical College, St. Louis, 1899; died in De Paul Hospital 
June 22, aged 75, of heart disease. 

William Tenney Cannon, Salt Lake City; Medico- 
Chirurgical College of Philadelphia, 1899; member of the 
American Medical Association; affiliated with the Dr. W. H. 
Groves Latter-Day Saints Hospital; died May 21, aged 78, 
of heart disease. 

Damase Caron, Manchester, N. H.; School of Medicine 
and Surgery of Montreal, Faculty of Medicine of the Univer- 
sity of Laval at Montreal, Canada, 1900; member of the Ameri- 
can Medical Association; formerly mayor; affiliated with Notre 
Dame de Lourdes Hospital, Manchester, and the Hillsborough 
County General Hospital, Grasmere; died June 9, aged 73, of 
chronic myocarditis, bilateral lobar pneumonia, chronic nephri- 
us and cardiorenal decompensation. 

Margaret Green Cartwright, Albuquerque, N. Mex.; 
W oman'’s Medical College, Chicago, 1890; died in Mount Eden, 
Calif, April 28, aged 83. 

Rae Hazen Cather ® Barberton, Ohio; College of Physi- 
Clans and Surgeons, Baltimore, 1914; affiliated with Citizens 

Sspital, where he died June 11, aged 61, of coronary occlusion. 

Elizabeth Francis C. Clark ® Ventnor, N. J.; Woman's 
Medical College of Pennsylvania, Philadelphia, 1909; member 
of the Medical Society of the State of Pennsylvania; served 
on the staff of Woman’s Hospital in Philadelphia; died june 
B, aged 69, 

Ralph Thurman Clark, Springfield, Ill.; Northwestern 
University Medical School, Chicago, 1928; member of the 

merican Medical Association; served during World War I; 
afiliated with St. John’s Hospital and Memorial Hospital, 
(Where he died June 6, aged 53, of cerebral hemorrhage. 
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Susan May Coffin, Cochituate, Mass.; Boston University 
School of Medicine, 1910; member of the American Medical 
Association and the New England Pediatric Society; died 
June 1, aged 68. 

Charles James Cole @ Elkins Park, Pa.; University of 
Pennsylvania School of Medicine, Philadelphia, 1914; member 
of the American Academy of Pediatrics; served in France 
during World War I; died in the Abington (Pa.) Memorial 
Hospital June 22, aged 62. 

Albert J. Colton, Buffalo; Niagara University Medical 
Department, Buffalo, 1890; member of the American Medical 
Association; invented the card index system bearing his name; 
affiliated with the Sisters of Charity Hospital; died June 18, 
aged 85, of heart disease. 

Patrick John Conroy, Syracuse, N. Y.; University of 
the South Medical Department, Sewanee, Tenn., 1900; mem- 
ber of the American Medical Association; for many years asso- 
ciated with the medical department of the county welfare 
department; died June 11, aged 71, of heart disease. 

. R. Crigler, Alma, Ark.; Memphis (Tenn.) Hospital 
Medical College, 1900; member of the American Medical Asso- 
ciation; affiliated with St. Edward’s Mercy and Sparks’ 
Memorial hospitals in Fort Smith; died May 7, aged 73, of left 
ventricular failure. 

Stephen James Dalton, Brookline, Mass.; Tufts College 
Medical School, Boston, 1916; served during World Wars I 
and II; chief medical officer for the Veterans Administration 
in Boston; died in Wareham, Mass., May 11, aged 54, of car- 
cinoma of the intestine. 

Arthur Putnam Derby, Detroit; University of Virginia 
Department of Medicine, Charlottesville, 1904; member of the 
American Medical Association; served on the staff of the 
Herman Kiefer Hospital; died June 5, aged 71. 

Arthur Bland Donovan, Boston; Tufts College Medical 
School, Boston, 1923; member of the American Medical Asso- 
ciation and the National Gastroenterological Association; chief 
surgeon of the Lumbermen’s Mutual Casualty Company; 
served on the staffs of Boston Lying-In Hospital, Harley Hos- 
pital and St. Margaret’s Hospital, where he died June 22, 
aged 51. 

Samuel Bonner Eisler, Brooklyn; Columbia University 
College of Physicians and Surgeons, New York, 1911; died May 
22, aged 60. 

Samuel Elgart @ Cincinnati; Tufts College Medical School, 
Boston, 1938; specialist certified by the American Board of 
Internal Medicine; certified by the National Board of Medical 
Examiners; member of the American Diabetes Association 
and the Association for the Study of Internal Secretions; affili- 
ated with Hamilton County Home and Chronic Disease Hos- 
pital, Cincinnati General Hospital and the Jewish Hospital, 
where he died June 18, aged 37, of heart disease. 

John Gustaf Ericson, Minneapolis; University of Minne- 
sota College of Medicine and Surgery, Minneapolis, 1892; affili- 
ated with Swedish Hospital; fellow of the American College 
of Surgeons; died May 14, aged 81, of coronary thrombosis. 

Daniel Warren Evhans, Yakima, Wash.; Marquette Uni- 
versity School of Medicine, Milwaukee, 1944; interned at St. 
Joseph’s Hospital in Milwaukee; served a residency in medi- 
cine at Methodist Hospital in Madison, Wis.; a lieutenant (jg) 
U. S. Naval Reserve during World War II, affiliated with St. 
Elizabeth’s Hospital; died in Seattle, May 6, aged 32, of tuber- 
culosis. 

George Benjamin Faulder ® Wapakoneta, Ohio; Uni- 
versity of Michigan Homeopathic Medical School, Ann Arbor, 
1914; served as member and president of the school board; 
an officer during World War I, serving overseas; affiliated 
with St. Rita’s and the Memorial Hospital in Lima; died in 
the Toledo (Ohio) Hospital May 13, aged 57, of coronary 
thrombosis. 

Morris Feldman ® Chicago; Loyola University School of 
Medicine, Chicago, 1928; served during World War II; died 
June 21, aged 51, of coronary thrombosis. 

Joseph Leo Ferris @ St. Louis; St. Louis University 
School of Medicine, 1917; senior instructor in surgery at his 
alma mater; affiliated with the Alexian Brothers’ and St. 
Anthony’s hospitals and St. Mary’s Group of Hospitals; died 
June 6, aged 58, of coronary disease. 

Ralph Mitchell Fouch, Portland, Ore.; University of 
Nebraska College of Medicine, Omaha, 1921; member of the 
American Medical Association; died recently, aged 57, of heart 
disease. 

John William Freed, Staunton, Va.; University of Vir- 
ginia Department of Medicine, Charlottesville, 1901; member 
of the American Medical Association; affiliated with Western 
State Hospital; died June 2, aged 74. 














1228 


Frank Lee Frink, Newman Grove, Neb.; Louisville (Ky.) 
Medical College, 1891; member of the American Medical Asso- 
ciation; formerly mayor and member of the school board; 
served during World War I; died June 6, aged 8&3. 

James Sterling Gilfillan, St. Paul; University of Minne- 
: Minneapolis, 1897; 


sota College of Medicine and Surgery, : 
University of Pennsylvania Department of Medicine, Phila- 
delphia, 1898; member of the American Medical Association ; 
formerly on the faculty of his alma mater; died in Miller 


Hospital June 13, aged 81. 


Samuel McPheeters Glasgow, Nashville, Tenn.; Univer- 
Medicine, Philadelphia, 


sity of Pennsylvania Department of 
1895; assistant professor of clinical gynecology at the Vander- 
bilt University School of Medicine; fellow of the American 
College of Surgeons: member of the American Medical Asso- 
ciation; served during World War I; for a short time city 
health officer and superintendent of the Nashville City Hos- 
pital; died May 31, aged 79, of coronary thrombosis. 
Harold Joseph Gondolf, Austin, Texas; Tulane Univer- 
sity of Loutsiana School of Medicine, New Orleans, 1913; 
member of the American Medical Association; at one time 


on the faculty of the University of Mississippi School of Medi- 
cine, University; died June 3, aged 57. 

Daniel Henry Griffith, Atlanta, Ga.; Georgia College of 
Eclectic Medicine and Surgery, Atlanta, 1911; died June 2, 
aged 05 

Charles Nicholas 
University School of 
World War I; died June 6, 
Oliver Overstreet Hammonds ® Oklahoma City, Okla.; 
University Medical College of Kansas City, Mo., 1900; form- 
erly commissioner ot the state health department; served in the 
U. S. Public Health Service; died May 20, aged 68, of 
carcinoma 

Raymond Harris ® (cilla, Ga.; 
School of Medicine, Augusta, 1937; served during 
Il; died in the University Hospital, Augusta, 


OO 


Guhman @ St. Louis; Washington 
Medicine, St. Louis, 1903; served during 
aged 74, of heart disease 


University of Georgia 
World War 
June 1, aged 
Hedges ® Frederick, Md.; University of 

Medicine, Baltimore, 1898; on the staff of 
the Frederick Memorial Hospital; died May 22, aged 78. 

Joseph Edmund Hillis, Pryor, Okla.; University of Ten- 
nessee Medical Department, Nashville, 1900; died in Whitaker 
Hospital 2, aged 7. 

Leo George Hogan ® Chicago; Bennett Medical College, 
Chicago, 1914; served during World War I; died in St. Ber- 
nard’s Hospital June 18, aged 58, of papillary carcinoma of the 
kidney. 

Hal Rexford Hoobler, Oakland, Medical Depart- 
ment of the University of California, Francisco, 1921; 
specialist certified by the American Board of Pediatrics; mem- 


Frank Hill 


Marvland School of 


lune iN 


Calif. ; 
San 


ber of the American Medical Association and the American 
Academy of Pediatrics: affiliated with the Highland-Alameda 
County Hospital and Children’s Hospital of the East Bay; 


director of the California State School for Deaf and Blind in 


Berkeley; died | 20, aged 60, of heart disease. 

Paris Robert Hysinger, Chattanooga, Tenn.; Chattanooga 
Medical College, 1910; member of the American Medical Asso- 
ciation; died in Erlanger Hospital May 18, aged 74, of injuries 
received in an automobile accident. 

Joseph Leland Kalfus @ Los Angeles; College of Physi- 
cians and Surgeons, Los Angeles, 1920; fellow of the American 
served on the staff of Our Lady of Per- 
Santa Maria, Calif.; died in M@ty, 


June 


College of Surgeons; 
petual Help Hospital in 
aged 60 

Ernest Kelley ® Omaha; John A. Creighton Medical Col- 
lege, Omaha, 1907; professor and head of the department of 
nervous and mental diseases at his alma mater; specialist certi- 
fied by the American Board of Psychiatry and Neurology, 
Inc.; fellow of the American College of Physicians; member 
of the American Psychiatric Association; on the staffs of St. 
Joseph's, St. Catherine's, Lutheran and Doctors hospitals; died 
May 14, aged 65, of heart disease. 

William August Klingberg ® Hope, Kan.; Rush Medical 
College, Chicago, 1901; past president of the Golden Belt Medi- 
cal Society; served during World War I; retired as a lieu- 
tenant colonel in the reserve corps of the Army in 1945; died 
suddenly, May 10, aged 74, of coronary occlusion. 

Irl Brown Krause ® Jefferson City, Mo.; St. Louis Uni- 
versity School of Medicine, 1921; member of the American 
Public Health Association; past president of the Missouri 
Tuberculosis Association; served during World War I; died 
May 29, aged 55, of coronary thrombosis. 
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Aron J. Lauer ® Whiting, Ind.; Bennett Medical College, 
Chicago, 1893; an Associate Fellow of the American Medical 
Association; past president of the Lake County Medical 
Society; formerly secretary of the city board of health and 
member of the library board; affiliated with St. Margaret and 
St. Catherine’s hospitals in Hammond; died April 30, aged 
78, of coronary occlusion. 

Joseph Charles Lee @ Indiana, Pa.; Western Reserve 
University School of Medicine, Cleveland, 1929; fellow of the 
American College of Surgeons; on the staff of the Indiana 
Hospital; died in the Cleveland Clinic Hospital April 8, aged 
44, of carcinoma. 

Marvin Eugene Leusley, Covin, Ala.; Washington Uni- 
versity School of Medicine, St. Louis, 1901; died May 22, 
aged 75. 

Joseph Cook Lovett ® Camden, N. J.; Jefferson Medical 
College of Philadelphia, 1911; medical director of the Municipal 
Hospital for Contagious Diseases; affiliated with Cooper Hos- 
pital, where he died May 31, aged .63, of hypertension. 

John Gilbert McDougal ® New Lexington, Ohio; Medi- 
cal College of Ohio, Cincinnati, 1882; member of draft boards 
during World Wars I and II; died in the Good Samaritan 
Hospital, Zanesville, April 27, aged 89, of coronary thrombosis. 

James John Malcolm, Chetek, Wis.; Trinity Medical 
College, Toronto, Ontario, Canada, 1900; served during World 


War I; died in St. Cloud, Minn., June 2, aged- 74. 


Robert Prosser Morrow, West Point, Ga.; University of 
Alabama School of Medicine, 1911; member of the Medical 
Association of the State of Alabama and the American Medical 
Association; died in the Valley Hospital May 30, aged 68. 

Joseph Moss, Kankakee, IIl.; Loyola University School of 
Medicine, Chicago, 1918; died May 3, aged 74, of carcinoma of 
the stomach. 

Edward Lord Mulford, Ithaca, N. Y.; Yale University 
School of Medicine, New Haven, 1931; member of the Ameri- 
can Medical Association; affliated with Hermann M. Biggs 
Memorial Hospital, where he died May 13, aged 47, of heart 
failure. 

Clayton Merchant Payne ® Alice, Texas; University of 
Louisville (Ky.) Department of Medicine, 1908; served during 
World War I; died April 8, aged 75, of coronary occlusion. 

Lewis Waite Pease, Weymouth, Mass.; Tufts College 
Medical School, Boston, 1902; member of the American Medi- 
cal Association; died in the South Shore Hospital recently, 
aged 73, of cerebral hemorrhage. 

Franklin Aborn Perkins, Boston; College of Physicians 
and Surgeons, Boston, 1911; member of the American Medical 
Association ; affiliated with the Harley Hospital; died in June, 
aged 65. 

Nilo C. Pintado, Miami, Fla.; Universidad de la Habana 
Facultad de Medicina y Farmacia, Cuba, 1908; member of 
the American Medical Association; died in Coral Gables, 
June 11, aged 64, of coronary occlusion and hypertension. 

Jack Irving Rabens ® Chicago; Rush Medical College, 
Chicago, 1929; clinical associate in medicine at the University 
of Illinois College of Medicine; on the staff of Mount Sinai 
Hospital; died June 19, aged 46, of acute coronary thrombosis. 

Charles Franklin Smith ® Topton, Pa.; University ef 
Pennsylvania School of Medicine, Philadelphia, 1911; past 
president of the Berks County Medical Society; served on the 
school board; vice president and director of the National Bank 
of Topton; affiliated with the Allentown (Pa.) Hospital, where 
he died June 4, aged 61, of congestive heart failure. 

Benjamin F. Swezey, Buffalo, Minn.; Keokuk (Ia.) Medi- 
cal College, College of Physicians and Surgeons, 1903; member 
of the American Medical Association; served as Wright County 
coroner and Buffalo health officer: died in Eitel Hospital, 
Minneapolis, June 2, aged 75, of heart disease. 

Harry Knibb Tebbutt Jr.. ® Albany, N. Y.; Albany 
Medical College, 1916; associate professor of otolaryngology 
at his alma mater; specialist certified by the American Boa 
of Otolaryngology; member of the American Academy © 
Ophthalmology and Otolaryngology and the American Laryn- 
gological, Rhinological and Otological Society; served im 
France during World War I; for many years associated with 
Albany Hospital, where he died June 8, aged 57. 

Molyneaux Lawrence Turner, St. Petersburg, Fla.; Long 
Island College Hospital, Brooklyn, 1893; fellow of the Amertt 
can College of Physicians; veteran of the Spanish-Americal 
War: died in the Veterans Administration Hospital, Bay Pines 
June 6, aged 79, of carcinoma of the throat. 
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Foreign Letters 


BRAZIL 
(From Our Regular Correspondent) 


Rio pe JANEIRO, July 6, 1949. 


Clinical Study of Chagas’ Disease 

The Oswaldo Cruz Institute was established in 1944 at 
Pambuhy, state of Minas Gerais. This is a center for the study 
of American trypanosomiasis (Chagas’ disease). Since then a 
clinicoepidemiologic survey of the population, which consists 
essentially of workers for the Rede Mineira Railroad and their 
families, has disclosed more than 600 patients with the disease; 
103 had an acute form and 505 chronic. On the basis of this 
study, Dr. F. S. Laranja, Dr. Emmanuel Dias and Dr. Genard 
Nobrega, in charge of the Bambuhy center, have just published 
a valuable report on the clinical and therapeutic aspects of 
American trypanosomiasis, a disease which is gaining impor- 
tance in the tropical and subtropical rural districts of thie 
Americas, 

fhe authors have made a revision of the clinical forms of 
the disease and suggest a new classification: (a) acute form 
and (b) chronic form: (1) chronic indeterminate form (poten- 
tial heart disease) and (2) chronic cardiac form (chronic 
Chagas’ heart disease). Nervous manifestations of the kind 
described as the chronic nervous form of schizotrypanosis have 
not been observed in the cases studied at Bambuhy. Clinical 
an! experimental evidence supports the view that chronic 
Chagas’ heart disease is a well established clinical entity. In 
the acute infection they stress that two kinds of edema may 
occur: local edema of the parasite’s portal of entrance and 
generalized edema, the so-called “myxedema.” According to 
their observations the generalized edema may be related to the 
presence of hypoproteinemia, while the local edema seems to 
be of inflammatory origin. The manifestations of acute Chagas’ 
heart disease also are described. Gallop rhythm, enlargement 
of the cardiac shadow (in some cases due to pericardial effu- 
sion), prolongation of the P-R interval, primary T wave 
changes and ventricular premature contractions are the more 
important diagnostic signs of acute Chagas’ heart disease 
Right bundle branch block occurred in 3 fatal cases of acute 
Chagas’ heart disease; in 1 of them a pronounced S-T displace- 
ment was also present. Death during the acute period of 
Chagas’ disease is usually preceded by convulsions. The mani- 
festations of the acute infection subside spontaneously and 
gradually in most cases; the disease then develops into the 
chronic stage and the patients become apparently cured, although 
still infected. 

Patients with chronic infection and without evidences of 
heart involvement are considered potential patients with heart 
disease and classified in the group with the chronic indeter- 
minate form of the disease. Infection remains in the organisin, 
as a rule actively, and signs of heart involvement may develop 
later. Chronic Chagas’ heart disease is usually a late mani- 
festation of the infection. About 50 per cent of chronically 
infected patients present signs of heart involvement. The mani- 
festations of chronic Chagas’ heart disease depend on the severity 
of myocardial changes. ‘Palpitations, dyspnea, convulsive- 
syncopal crisis (advanced auriculoventricular block), atypical 
precordial aches and pain in the upper part of the abdomen 
(liver congestion) are the commonest symptoms. Some cases 
do not present any symptoms; the heart is not enlarged, and 
the only evidence of myocardial damage is provided by the 


electrocardiogram (asymptomatic Chagas’ heart disease). Irregu- 
larities of the cardiac rhythm, splitting of the second heart 
sound at the pulmonary area and gallop rhythm are common 
uscultatory findings. Heart enlargement involves all the 
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cardiac chambers and is of variab'e degree. Patients with 
heart failure usually present pronounced heart enlargement. 
Signs of cardiac dilatation are predominant over those of car- 
diac hypertrophy. Signs of valvular deformity or structural 
changes of the large vessels are not found in this type of heart 
disease. Blood pressure is usually normal. Patients with 
heart failure may present reduced systolic pressure and small 
pulse pressure. Signs of functional valvular incompetence are 
common in patients with heart failure. Heart failure is usually 
of the right side or is bilateral, the isolated left side type cf 
heart failure being rather uncommon. In the majority of 
instances the electrocardiogram reveals disturbances of impulse 
conduction and/or impu'se formation. Ventricular premature 
contractions, right bundle branch block, auriculoventricular 
blocks of all degrees and atypical alterations of ventricular 
complexes are the most important electrocardiographic observa 
tions. Right bundle branch block is common in this type of 
heart disease and is of diagnostic value in endemic areas of 
schizotrypanosis. 

Criteria for differential diagnosis with other types of chronic 
heart disease have been studied. Evolution of chronic Chagas’ 
heart disease is variab'e, depending chiefly on the activity of 
the infection. Most patients die before 50 years of age. Prog- 
nosis depends in part on the degree of the enlargement of the 
heart, the degree of the reduction of the heart’s functional 
capacity and the type of the existing arrythmia. Sudden death 
occurs commonly in this type of heart disease. Most of the 
deaths occur in heart failure. 

An effective drug is not availab‘e for the treatment of Chagas’ 
disease. Better results frequently are obtained with strophanthin 
than with digitalis in the treatment of heart failure of chronic 


Chagas’ disease. 


Chagas’ Disease and Blood Transfusion 

Dr. J. Pellegrino reports for the first time the occurrence 
of Chagas’ disease among persons serving as blood donors in 
Bello Horizonte, state of Minas Gerais. Three persons were 
found who exhibited strongly positive reactions to complement 
fixation tests (Schizotrypanum cruzi antigen). Formerly these 
persons lived in huts infested with Triatoma; 2 did not present 
signs or symptoms of Chagas’ disease, but 1 showed heart 
trouble (right bundle branch block). The writer emphasizes the 
necessity for awareness of the dangerous possibility of the 
spread of Chagas’ disease through blood transfusion. He sug- 
gests that the complement fixation test for S. cruzi be per- 
formed on all before they are admitted as blood donors in 


countries where the disease exists. 


ITALY 
(From Our Regular Correspondent) 


FLorence, June 15, 1949. 


Pneumonias in Asthenic Patients 

Reports were presented before the medicosurgical association 
of the Romagna on pneumonia in asthenic persons and its treat- 
ment with antibiotics. Dr. Fontana of Ravenna demonstrated 
that the progress of anti-infectious therapy has contributed to 
progress in diagnosis through the criterion “ex adjuvantibus.” 
This progress makes more necessary a rapid diagnostic orien- 
tation, thus making early intervention possible in certain dis- 
eases, by specific, highly effective treatment. 

Pneumonia in old and debilitated persons is a typical example 
of such a morbid condition. In this group are patients with 
decompensated heart disease, diabetic patients and those who 
have had major surgical operations. 

The clinical aspects of pneumonia in asthenic persons may 
include peculiarities which often make a diagnosis difficult; fre- 
quently the initial picture is one of grave cardiac insufficiency. 
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In the pathogenesis of the syndrome there are toxic and infec- 
tious factors which are fairly important but may often be only 
suspected; by cautious application of-the criterion “ex adju- 
vantibus,” it is highly probable that the patient’s life may 
be saved. 

The speaker reported the case of a patient with severe cardiac 
decompensation, who did not seem to present any infection 
but in whom definite improvement resulted from antibiotic 
treatment; previous cardiokinetic treatment had failed. The 
speaker emphasized the importance of an early “suspicion” in 
analogous cases; its practical importance is even superior to 
that of early (but erroneous) diagnosis. During the phase of 
early suspicion one can do nothing if one does not consider 
the “suspicion,” but if one does one can proceed with other 
examinations and tests and also start life-saving treatment. 
Chus the fundamental problem of early diagnosis abides with 
early suspicion; the suspicion emanates only from careful medi- 
cal examinations and may be assisted only by the good endow- 
ment of the physician 

Professor Giugni said that in a recent epidemic of influenza 
the antibiotics and the sulfonamide drugs were abused in cases 
in which there were no definite signs of bronchopulmonary 
localization, with the result that the local reserves of penicillin 
were depleted. He emphasized that the present wide distribu- 
tion of these modern and effective therapeutic agents makes it 
too easy for one to forget the precious effect of digitalis, 
especially in cases of pneumonia in asthenic persons. 

Protessor Giugni said that one should suspect asthenic pneu- 
monia especially in patients who suddenly suffer an attack of 
cardiac decompensation without previous history of cardiopathic 
changes. The “suspicion” may be transformed into nearly abso- 
lute certainty when a noteworthy improvement of the patient’s 
condition results from treatment with sulfonamide drugs insti- 
tuted on the base of such “suspicion” after the failure of cardio- 


kinetic treatment 


Optic-Chiasmal Arachnoiditis 

In a meeting of the National Congress of the Italian Oto- 
Neuro-Ophthalmologic Society, Professor Di Marzio discussed 
optic-chiasmal arachnoiditis, an impairment of the region of 
the chiasm and of the emergence of the optic nerves. It is 
characterized (1) clinically by a complex of visual disturbances 
with campimetric and capillary changes and rapid diminution 
of vision and (2) anatomically by alterations of the opto- 
chiasmatic region, consisting in inflammatory lesions of the 
arachnoid which surrounds the chiasm and the first portion of 
the tract of the optic nerves. 

The onset of symptoms is sudden, and the progressive diminu- 
tion of vision is rapid. The visual field presents severe, early 
changes, generally bilateral and of irregular type. In the early 
stage the optic disk presents paripapillary edematous changes, 
with a slow tendency to atrophy in the second stage. 

In addition to this type with acute onset, which occurs most 
frequently, one may observe the type with instantaneous blind- 
ness, which on first view does not show any changes of the 
fundus oculi and which may be confused with instantaneous 
blindness from other causes. In a case like this only lumbar 
puncture may provide precise orientation; no improvement may 
result in this type of blindness, while improvement results in 
blindness due to serous meningitis. 

Arachnoiditis with a chronic course is associated with slow 
diminution of vision, which may be secondary to a central 
scotoma and reduction of the visual field or associated with 
horizontal hemianopia. Often these forms may be characterized 
by a rapid remission of the symptoms with partial spontaneous 
recovery, but after this improvement recurrences may be 
observed with a progressively severe course leading to blindness 


from optic atrophy. 
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In addition to early diagnosis, appropriate and timely treat- 
ment is important. In those forms in which the cause is known, 
causal treatment is advisable: arsphenamine and iodine given 
intravenously in syphilis; radiotherapy, vitamin D2 and calcium 
given intravenously in tuberculosis, and operation on the sinus 


in cases of sinusitis. 

When treatment of the cause may not be feasible, surgical 
intervention is advisable; it should be carried out early, since 
the benefit resulting from the operation is related to its time- 
liness. The speaker emphasized that the influence of surgical 
intervention on the course of the morbid condition is beneficial 
beyond doubt; in all his cases the progress of the process 
was arrested, and in the majority of the cases vision was 
improved definitely or even restored to normal. 


Plasmocytoma of Gamma Type 

At the medicosurgical society of Verona, Dr. Colombo pre- 
sented a patient with diffuse plasmocytoma of the gamma type 
demonstrated by the electrophoretic research carried out by 
Professor Wuhrmann of Zurich. The case presented difficulties 
in diagnosis; there were general signs of osteopathic changes, 
and a large swelling of one of the shoulders was observed 
which was considered to be an osteosarcoma. Explorative 
puncture immediately established the diagnosis. From the 
radiologic point of view, the case presented the peculiarities of 
typically myelomatous lesions (cranium and rips), close to the 
osteoporotic lesions (rickets), and a severe pseudosarcomatous 
aspect (humeral metaphysis). Serologically, strongly positive 
Takata, Ucko, Weltmann, Gaté-Papacostas and Wunderly 
(cadmium) reactions were observed. 

The electrophoretic analysis carried out by Professor Wuhr- 
mann demonstrated values as follows: albumin, 33.1 per cent; 
alpha globulin, 7.3 per cent; beta globulin, 5.1 per cent, and 
gamma globulin, 54.5 per cent (normal 14 to 18 per cent). 
Cytologic examination showed immature plasma cells and 
reticular plasmoblasts. 

There was an unexpected and spontaneous remittance with 
progressive improvement in the course of three months of 
clinical follow-up without any specific treatment (irradiation, 
transfusions, antimony potassium tartrate, stilbene) which may 
be used today. 

With respect to the possible mechanism of the improvement, 
the speaker alluded to the progressive allergic desensibilization 
(data recently elaborated by Zironi). 


PARIS 


(From Our Regular Correspondent) 
June 20, 1949. 


Urinary Radiomanometry 


In attempts to treat stenosis of the neck of the ureter, Leger, 
Caillet, Libaude and Weber applied, for the first time, urinary 
radiomanometry to study the functioning of urinary excretion. 
This new method consists in injecting into the urinary tract 
a radiopaque liquid, under an adjustable pressure, which 
remains constant whatever the output may be. The apparatus 
for biliary manometry, perfected by Caroli, is perfectly suitable 
for this purpose. The pyeloureteral filling is supervised under a 
screen, and the pressure at which the passage of the liquid ts 
obtained is noted. The alimentation tube for perfusion is then 
squeezed, and thus the pyeloureteral cavity communicates with 
the manometer only, in which the pressure falls without reverting 
to zero. This residual pressure responds to the permanent tonus 
of the smooth pyeloureteral musculature, but is not sufficient to 
insure the evacuation in the bladder of the pyeloureteral content. 
The difference between the initial pressure and the residual one 
expresses, according to the authors, the tonicity particularly of 
the area of the ureteral meatus. The authors express the hope 
that this new method will enable one to pursue the study of the 
painful functional syndrome and perhaps permit the discovery 
of some still unknown’ pathologic change at the ureteroves 
junction. 
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Congresses 


The ninth meeting of the association for physiopathologic 
studies of the liver and nutrition will take place in Vichy 
Sept. 16-18, 1949. On the agenda will be “Therapy of 
Migraines of Hepatic Origin.” Application should be made 
to the secretary’s office: 32 Avenue du Président Wilson, 
Paris (16). 

The seventh congress of French-speaking electroradiologist 
doctors will take place in Paris Oct. 11-15, 1949. In radiology 
there will be a report on radiodiagnosis, the radiologic study 
of the inferior third of the esophagus (Jutras, Levrier and 
Longtin); in radiotherapy, leukemias and their treatment 
(Betoulieres and Marques); in electrology, modern theories on 
the excitability and the conductibility of nerves (Professor 
Degrez). Registrations are in charge of Dr. Cherigie, Assistant 
General Secretary, 9 Rue Daru, Paris (8). 


Treatment of Syphilis with Penicillin 

Herxheimer’s reactions and relapses following penicillin ther- 
apy caused a discussion on the value of this treatment at a 
meeting of the Medical Society of Paris Hospitals on April 29. 
M. Bolgaert, G. Levy, F. Faure and J. Aladenise never observed 
these serious accidents, as they previously administered daily 
injections of 0.01 Gm. of mercuric cyanide for three days and 
then gave 15,000,000 units of penicillin (1,000,000 units spread 
over three days and the 14,000,000 remaining units given within 
fourteen days). The 56 cases they observed included 6 cases 


of primary, preserologic syphilis, 17 cases of primary, sero- 
positive syphilis and 33 cases of secondary syphilis; negative 
serologic responses have been obtained, except in 1 case of secon- 


dary syphilis; these groups have been under observation for a 
maximum of 560, 660 and 676 days, respectively. The tolerance 


for this treatment was perfect. While not drawing premature 
conclusions, the authors have emphasized that these results are 
hopeful and superior to those obtained by others. Degos noted 
30 per cent relapses within the first eighteen months following 
two successive courses of 10,000,000 units, separated by a ten 
day interval; he considers that penicillin does not offer a suffi- 
cient guarantee to justify its exclusive use. In mixed (and 
conjugated) treatment with penicillin, arsenic and bismuth, the 
author did not notice any synergic action, contrary to experi- 
mental results in animals. Degos is in favor of treatment with 
penicillin alone for three days, followed by a classic course of 
twenty injections three times per week of oil-soluble bismuth. 
Tzank, disappointed in penicillin therapy of syphilis, has stressed 


the excellent results obtained with arsenobismuth therapy. 


BELGIUM 
(From Our Regular Correspondent) 
July 8, 1949. 


Unstable Equilibrium of Athletes 

At a meeting of the Medical Society for Physical Education 
and Sports, Dr. Hustin made a report on the Olympic games in 
London and pointed out a number of facts to be considered by 
those responsible for the medical supervision of sports. He 
pointed out, not only on the basis of interpretation but on 
absolutely objective observations, how trained athletes become 
80 specialized biologically that they cannot tolerate the slightest 
deviation. Every change in food, habits, mode of life and sleep 
is likely to modify to a noticeable extent their possibilities of 
performance. Continued training creates a person so artificially 
and narrowly specialized that in his case we have the right to 
inquire whether we are not dangerously deviating from the 
maxim “mens sana in corpore sano.” 

He discussed the anemia of athletes, which is not widely 
known, and then proposed to the Belgian Medical Society of 
Physical Education and Sports a study of the marathon, with 
the aim of finding out whether it would not be advisable to 
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omit it from the Olympic program or at least to modify it; the 
problem of the diet of athletes with regard to the type of 
sport practiced should also be investigated. 


Medical Activity in Luxemburg 
For nearly a year the Society of Medical Sciences of Luxem- 
Its scientific meetings and 
An editorial in the first 


burg has developed satisfactorily. 
its bulletin are a valuable combination. 
number says, “The publication of the bulletin of our Society is 
a duty which we owe to our country. We are proud of our 
Don’t you think that our 


independence should manifest itself not only in the political 


independence and we maintain it. 


sphere but likewise in the scientific field?” 

The work which appeared in a recent number relative to 
medical inspection in the slag mill in Dudelange deserves atten- 
tion. Frédéric Hippert recalls that the dust of slag is not 
likely to produce tuberculosis; nevertheless, it is necessary to 
provide for regular medical examination of the workers, but 
the prophylactic measure of greatest importance consists in the 


effort to make the places of work more conducive to health. 





Correspondence 


IS THERE MERIT IN THE SO-CALLED 
“CEREBRAL PALSY” PROGRAM? 


To the Editor:—Spastic paralysis and allied disorders of the 
central nervous system which must be considered in differential 
diagnosis have recently been widely publicized under the all- 
inclusive title of “cerebral palsy.” An attempt is being made to 
establish expensive and elaborate training programs for the 
care of these patients in many of our crippled children’s clinics. 
In some instances writers imply that such a program of muscle 
training and reeducation will afford continuous improvement 
in muscle control and function and will eliminate need for sur- 
gery to correct deformities even in selected cases. What can 
be expected from a program of this type? 

My opinions are based on experience derived from study of 
a group of 2,096 consecutive cases seen prior to 1948 at the 
St. Louis Unit of the Shriners’ Hospital for Crippled Children. 
These allied disorders of the central nervous system can be 
adequately classified under the four major headings shown in 
the table, which also shows the relative frequency with which 
each has been encountered. The classification into which each 
case falls is dependent on the clinical observations and mani- 
festations, and these in turn are dependent on the portion of 
the central nervous system involved. The classification indicates 
that an all-inclusive term such as “cerebral palsy” is inadequate 
and nondescriptive. The use of a term of this type is com- 
parable to the use of the term “rheumatism” in describing the 
various types of arthritis. Better would be a simple classifica- 
tion by which each case would be identified accurately accord- 
ing to the type of involvement. 

The patients with a picture of spastic paralysis resulting from 
a pyramidal tract lesion comprise a large percentage of the 
total. 
spastic paralysis, but in many instances it is complicated by 


This involvement may represent a simple uncomplicated 


other clinical manifestations which are indicative of involvement 
of portions of the central nervous system other than the motor 
pathways. These manifestations are impaired sense of balance, 
impaired mentality, impaired speech, associated congenital athe- 
tosis or even associated epilepsy. These manifestations are of 
great clinical significance. The group with true spastic paralysis 


is the only one of the four in which surgical correction of 
deformities can be considered. Yet, for a patient to be suitable 
for surgery, there must be a satisfactory sense of balance and 
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little or no associated athetosis. Speech and mentality should 
also be satisfactory if the child is eventually to become inde- 
pendent and self supporting. In this total series of 2,096 cases, 
of which 1,459 showed involvement of the pyramidal tract, only 
546 patients could be considered suitable for surgical correction 
of the deformities which were present 

From a purely practical standpoint, all patients may be 
grouped under one of three headings: 1. Those in whom the 
involvement is mild, who do not require treatment and can be 
expected to take a normal place in society, remaining inde- 
? 


endent and self supporting Approximately 25 per cent of 


per 
I 
the entire group can be so classified. 2. Those with moderate 


involvement and for whom much can be accomplished by recon 


structive measures. This group also comprises about 25 per 
cent of the total number. 3. That large number of persons 
who show extensive involvement, from pyramidal tract lesions, 


extrapyramidal lesions, impaired mentality, cerebellar lesions 
or those with decided spasticity complicated by other associated 
litions. These patients represent a type of involvement for 
which surgical reconstructive measures offer no hope ot benefit 
and little or nothing can be accomplished from any form of 
treatment This large third group comprises about 50 per cent 
ot the total number of cases 

Much has been written and said in recent years about the 


value of an elaborate training program for the management of 


these cases. In some instances elaborate institutions are being 
established for the care of the children to extend over a period 
of many years in order to furnish them with adequate supervised 
training and physical therapy. For the wealthy such a program 
is of course acceptable, not from the point of view of treatment 


and any benefit derived, but from the point of view of care 
vhich they can well afford hese institutions often attempt 
to establish as nearly as possible surroundings and _ facilities 
which are within the realm of the patient’s physical abilities or, 
in brief, a country club for “spastics.””. Even some of the state 


crippled children’s services have attempted to follow this pattern 


Di radcrs of the Nervous System Observed at Shriners 


Hospital, St. Louis 


Typ of Involvement No. of Cases 


Pyramidal tract lesions : . : 1,459 
Extrapyramidal lesions evusandbdabaseecesecbianes 320 
Impaired mentality 239 
True cerebellar lesions 8 

Total . ° ° ee 2 006 


and establish facilities for the management of all cases of 
spastic paralysis or allied disorders of the central nervous 
system. Some spontaneous improvement invariably occurs in 
these patients and con be expected to continue through their 
adolescent years. This depends primarily on the normal devel- 
opment which takes place in the central nervous system. Much 
of the improvement which is credited to these specialized train- 
ing programs may well be due to nothing more than the normal 
developmental processes which continue without regard to the 
treatment. The final picture in these patients as regards men- 
tality, speech, sense of balance and the function of their involved 
extremities depends more on their normal developmental 
processes than on any combination of outside factors. 

The large third group, representing those with extreme 
involvement, offers a fertile field for the proponents of any pro- 
gram of training and muscle reeducation. This may be attributed 
partly to the fact that it is difficult or impossible to evaluate 
accurately the results obtained and still more difficult to know 
where credit for any improvement should be placed. The 


eternal cycle of changing therapeutic measures in those crippled 
children’s problems which result from disease of the central 
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nervous system is sufficient proof that we are clinicians, and 
orthopedists have more difficulty with these prob!ems than with 
any other. We are impressionable and often influenced by sug- 
gestions which cannot be justified on the basis of the pathologic 
condition involved. The patient in this third group represents 
an extreme involvement of the central nervous system and in 
some instances an extreme developmental defect, which cannot 
be replaced or corrected under present medical accomplishments, 
Any program of muscle training and reeducation is merely 
tinkering with the peripheral, secondary manifestations and 
cannot be expected to alter the primary pathologic change. 
These patients may show some improvement in subsequent 
years, but this improvement will occur spontaneously from 
natural development. 

Since so little can be accomplished by expensive and extensive 
training programs in the third group with extreme involvement, 
and since the first two groups do not need it, it seems unwise 
for any crippled children’s organization to expend the vast 
sums of money which would be required to establish such a pro- 
gram. What is actually needed for this group of patients is 
the establishment of institutions where the everyday needs of 
the patient could be adequately met without any attempt at 
expensive training and rehabilitation. Our present institutions 
for the mentally incurable, representing principally the state 
asylums for the mentally disturbed, are not satisfactory for this 
type of patient and are so overcrowded that it is impossible to 
admit a patient even when the family consents. Institutions 
could be established which would give the care required by 
these patients without entailing a tremendous expense or large 
personnel. The patients themselves would be happier, since 
they would be in an environment which they would consider 
more normal with the type of involvement which they show 
and since they would be relieved of the strain resulting from 
their contact with the fast pace of everyday life. More than 
this, one of the greatest advantages resulting from adequate 
institutions of this type would be derived by the normal mem- 
bers of the family who remain at home. Any home with a 
child of this type seldom enjoys a normal home life. The patient 
often requires all of the time and care which the parents can 
give, frequently resulting in the neglect of the normal children 
who could hope to derive benefit from their guidance and 
counsel. It would seem wise therefore to discourage serious 
consideration of recent proposals calling for the establishment 
of elaborate and expensive training programs by the various 
state crippled children’s services and other charity organizations. 
Efforts should be made instead to obtain establishment of insti- 
tutions in which adequate everyday care could be given to 
patients who fall in the unfortunate third group. 


H. R. McCarrott, M.D., St. Louis. 


This letter was referred to Drs. Perlstein and Phelps, who 
reply: 

To the Editor:—Some of the arguments set forth by Dr. 
McCarroll are logical, but would have more merit if his 
premises were as correct as his thinking. He states, for 
example, “In some instances writers imply that a program of 
muscle training and reeducation will afford continuous improve- 
ment in muscle control and function and will eliminate need 
for surgery to correct deformities even in selected cases. What 
can be expected of a program of this type?” The implication 
is, of course, that this quotation expresses the opinion of those 
who are most interested in furthering the “so-called cerebral 
palsy program.” In actuality, however, nothing could be further 
from the truth. 

Any program which limits itself to muscle training and 
reeducation or to surgical correction and ignores socialization, 
speech correction, education, occupational therapy and the co* 
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rection of sensory, emotional and other defects is incomplete. 
Despite Dr. McCarroll’s statement as quoted here, I do not 
believe it possible to find anyone experienced in the field of 
cerebral palsy who would say that surgery should never be 
performed in any case. I think that the opinion would he 
almost universal, however, that there has been too much sur- 
gical treatment in the past. 

The extent of Dr. McCarroll’s experience in cerebral palsy 
is evidenced by his statistics. These same statistics, however. 
indicate that his experience has been of a rather restricted 
nature. His incidence of cases with pyramidal tract lesions is 
over four times that of cases with extrapyramidal lesions, as 
would be expected in an orthopedic hospital where the surgical 
aspects of the problem receive the main emphasis. It is well 
recognized that deformities and muscle imbalances due to pyra- 
midal tract lesions are more amenable to surgical correction 
than those due to extrapyramidal involvement. Similarly, 
convulsive seizures and defects in mentality are much more com- 
mon with pyramidal tract lesions (with the exception of para- 
plegic cases) than with extrapyramidal involvement. However, 
in training centers or schools for the mentally educable cerebral 
palsied, at least 50 per cent of the children have extrapyramidal 
tract lesions, as they and the spastic paraplegic patients con- 
stitute the bulk of the educable cases. 

Many of the children originally seen in screening neuro- 
pediatric clinics never get to orthopedic hospitals (1) because 
their physical involvement is so minimal that treatment is not 
indicate|; (2) because many die or are institutionalized during 
the first few years of life, or (3) because many of the lesions 
are of the extrapyramidal type and not generally amenable to 
surgica! correction. 

The material, therefore, on which Dr. McCarroll bases his 
conclusions is not representative of the cerebral palsied children 
seen in a general pediatric or neuropediatric clinic. 

The question arises as to whether the teaching of such persons 
is worth while in time, effort and money. It may be advan- 
tageous to teach even the patient who is severely handicapped 
mentally some degree of self help or locomotion, even though 
it may be necessary eventually to place him in an institution 
for the feebleminded. Not only does such a patient have a 
richer, more satisfying life, but the cost of his care is sub- 
stantially reduced. 

Although Dr. McCarroll decries the establishing of institu- 
tions which could be called “country clubs for spastics,” he, 
himself, suggests that there is a need for custodial care insti- 
tutions with as normal an environment as possible. I agree 
with both of his statements. Institutional care, in its simplest 
form, is expensive, nor is it desirable to place in custodial care 
any person who may be trained so that he may live satisfactorily 
outside an institution. The cost of rehabilitation of such a 
person and the cost to the family in terms of social and economic 
disability caused by having such a person at home must also 
be taken into consideration. Any service, however, which can 
to some appreciable degree rehabilitate such a handicapped 
person is worth considerable expense. 


Dr. McCarroll points out that many children will improve 
without having any type of treatment. This is, of course, well 
known, and no honest doctor: would fail to credit the natural 
developmental urges in children for their full share in rehabili- 
tation. As a matter of fact, one should always take advantage 
of this phenomenon and therefore attempt to stimulate this 
mherent tendency to improve by an approach to the emotional 
4s well as the physical disabilities that exist in the child. 

The ineffectiveness of such service comes, first, from failing to 
take the complete point of view of the persor as am individual 
and considering him only as one who has difficulties in speech or 
‘ne who has only deformities of body or one who has only 
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emotional or mental problems. As no single specialist can be 
qualified to treat all facets of the disease, a program must 
include a complete list of all the medical, psychologic and social 
services which are available in the community. To consider the 
surgical approach as the most important is just as fallacious as 
considering drug therapy the most important solution. 

Second, one must not consider cerebral palsy as -an- isolated 
problem but as part of the whole problem of the handicapped 
child. The reason for the present emphasis on cerebral palsy is 
that this group represents the largest segment of forgotten or 
neglected handicapped children. The National Foundation for 
Infantile Paralysis has been able to supply funds for the other 
large groups of crippled persons. The National Society for 
Crippled Children, in its promotion of the cerebral palsy cam- 
paign, has stressed that its interest is providing service for the 
cerebral palsied as a part of the total program for the handi- 
capped. 

Third, the cerebral palsy program has been damaged and to 
a certain amount retarded by well meaning lay organizations 
which have attempted to set up programs without medical help. 
By the same token, it has been harmed by doctors who have 
specialties in a single field who have not sought the help of 
their fellow specialists in other fields as well as of social service 
workers and psychologists. A clarification of the problem is 
being sought by a group of doctors of many specialties who 
have banded together in the American Academy of Cerebral 
Palsy, where points of view on all aspects of the problem can 
be freely exchanged. It is the opinion of groups like this that 
a properly constructed and properly administered cerebral palsy 
program effectively gains for society more than it spends. 


M. A. Pertstern, M.D. 
4743 N. Drake Ave., Chicago 25. 


To the Editor:—I question some of Dr. McCarroll’s state- 
ments. For example, the statement, “Much of the improvement 
which is credited to these specialized training programs may 
well be due to nothing more than the normal developmental 
processes which continue without regard to the treatment” and 
the following sentence are both unfounded statements of his 
opinion. Those who have worked with these specialized insti- 
tutions over a period of years develop a different opinion in 
comparing cases treated by this method with cases not so treated. 

The Shriners’ hospitals do not have long time care as is well 
known; therefore patients cannot be followed in such a situa- 
tion long enough to determine what the effects would be. 

The conclusions in his last paragraph are based on his pre- 
vious statements, of which he has no actual proof. He states, 
“Since so little can be accomplished by expensive and extensive 
training programs . . . etc.” I think the fact that many states 
are undertaking to set up training programs for these patients 
and that most of this has been the result of observation by 
many of us in itself would indicate the value of such programs. 

The cerebral palsied children who used to be brought to me 
five or six years ago had an average age of 6 or 7 years. At 
this age, I found many deformities due to postural conditions 
and in walking, such as contractures of the knees, tight heel 
cords, scoliosis, wrist drop and contracted hands. 

Now that cerebral palsy has become so much better recog- 
nized, my average new patient age is between 1 and 2 years. 
I have found that, in most cases, by appropriate apparatus and 
training, most of the deformities seen in these older children 
previously untreated can be entirely prevented. This, I think, 
is an important phase of the picture. 

There are adults that I have seen, previously untreated, in 
whom the lack of locomotion or use of the arms is entirely due 
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to the deformities, and these persons could be useful and self 
sufficient had the deformity element been prevented in their 
early childhood. 

In any plan it is well to present both sides of the picture, 
and on this basis I think that we should give some consideration 
to Dr. McCarroll’s statements. However, I feel certain that 
the value of such programs has been definitely established and 
that in many instances the expense of setting them up does not 


need to be as great as he points out. 


Winturop M. Pue pes, M.D., Baltimore. 


THE LEMPERT FENESTRATION 
OPERATION 


To the Editor:—The editorial on the fenestration operation 
in Tue Journat of June 25 requires clarification on a few 
points. 

In the discussion of the results reported by Shambaugh and 
Juers and Shambaugh the statement is made that their “estimate 
of prognosis has apparently been revised downward.” This 
statement seems to be based on the 1946 report by these authors * 
of improvement in 92 per cent of cases in which audiometric 
measurements were made two years after operation, whereas 
in the 1947 and 1948 reports? two year successful results, with 
practical hearing to within 30 decibels loss for the speech fre- 
quencies, were obtained in 80 per cent of ideally selected cases. 

These two reports of results are not comparable, since they 
referred to two different criteria of evaluation of results: the 
first referred to all patients operated on with respect to whether 
or not they showed a significant audiometric gain (of more than 
10 decibels), and the second referred only to the ideally suitable 
cases with respect to the percentage of patients with practical 
hearing after two years. Actually a more recent report ** 
showed that 94 per cent of 415 patients tested two years or 
more after operation had audiometric improvement (of more 
than 10 decibels), so that the “estimate of prognosis” of these 
authors has not been revised downward. 

There is as yet no universally accepted criteria for evaluation 
of the results of the fenestration operation. Both the percentage 
of patients who have a ‘significant audiometric improvement and 
the percentage that reach a practical level of hearing are useful 
criteria. 

The editorial further states, “Other authorities suggest that 
the 20 per cent difference in estimate of good prognosis (60 
per cent by Lempert and 80 per cent by Shambaugh) probably 
does not relate to a real difference in operative results obtained 
or technics employed. ”" That there is “no real difference 
in technics employed” is without foundation. The modified 
technic first described in 1946 by Shambaugh and Juers * includes 
certain original features, based on experimental studies, to pre- 
vent recession of the hearing improvement due to osteogenic 
closure of the fenestra. The most important of these features 
is the use of continuous irrigation and the operating microscope 
to create a fenestra immaculately free from any microscopic 
particle of bone dust. Two years later Lempert described his 
“bone-dust-free nov-ovalis technic.” 4 


Georce E. SHAMBAUGH Jr. 
Artuur L. Juers 
55 E. Washington St., Chicago. 
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Bureau of Medical Economic 
Research 


MISUSE OF AMERICAN MEDICAL 
ASSOCIATION DATA 


FRANK G. DICKINSON, Ph.D. 
Director, Bureau of Medical Economie Research 


Chicago 


In the article that follows, the Director of the Burcau of 
Medical Economic Research denies the claims of certain promi- 
nent advocates of compulsory sickness insurance that the Bureau 
of Medical Economics in 1939 stated that families with incomes 
of less than $3,000 a year could not afford to pay the 
costs of a “serious illness.” These advocates apparently misinter- 
pret the chart on page 90 of the pamphlet “Factual Data on 
Medical Economics” published in 1939 and revised in 1940 by 
the Bureau of Medical Economics. Even if the chart were not 
misinterpreted, the claims of these advocates cannot be sup- 
ported now. There has been a reduction in the percentage of 
families with an annual income of less than $4,800, the present 
equivalent in buying power of $3,000 a decade ago; also the 
current test for many persons is inability to prepay about 20 
cents a day—the price of a package of cigarets, a bottle of beer 
or a gallon of gasoline—as contrasted with the ability to postpay 
in the 1930's, before the rapid development of voluntary health 
insurance in the 1940’s. A statement on inability to pay that 
uses a family income level without reference to the age com- 
position of the family is unscientific. The term “medical 
indigency” can be defined only at the local level with qualifica- 
tions to meet local conditions —Eb. 


Dr. Channing Frothingham, Chairman of the Committee for 
the Nation’s Health, stated recently: “The AMA’s own statis- 
tics show that 80 per cent of the population—all those with 
incomes under $5,000 a year—are not able to meet the expenses 
of serious illness out of their own resources.”! Testifying 
before the Senate Committee on Education and Labor, Dr. 
Allan M. Butler, associate professor of pediatrics at the Har- 
vard Medical School, said, “The American Medical Association 
agrees that patients whose family income is $3,000 per year 
cannot pay the costs of serious illness.” 2 Seymour E. Harris, 
professor of economics, Harvard University, made the following 
statement before the Senate Subcommittee of the Committee on 
Labor and Public Welfare, “Actually in 1939 the AMA esti- 
mated that families with incomes under $3,000 could not afford 
a serious illness. This is the equivalent of $5,000 today and, 
therefore, the AMA estimate suggests help for 80 per cent 
of all families.” * Time and time again, advocates of compul- 
sory sickness insurance cite these figures as American Medical 
Association’s statistics, but do not mention the publication in 
which they were found. So far as we have been able to deter- 
mine, the statements attributing these figures to the American 
Medical Association stem from a cursory analysis of a chart 
and a few lines of text appearing on pages 90 and 91 of “Factual 
Data on Medical Economics,” published in 1939 and revised 
in 1940 by the Bureau of Medical Economics of the American 
Medical Association. When asked to cite a source for his 
statement, Dr. Frothingham wrote (March 14, 1949) the 





The publications of the Bureau of Medical Economics from 1931 to 
September 1946, when the name was changed to the Bureau of M 
Economic Research and the present Director was appointed, were 
searched by research assistants on the Bureau staff. Likewise the pro 
ceedings of the House of Delegates and the articles and editorials in 
Tue Journat of the American Medical Association since 1930 were 
examined. Janice Oberman, Research Assistant, did most of this 
ing and assisted in other ways in the preparation of this article. 
statement has been read and approved by Roscoe G. Leland, M.D., 
was the Director of the Bureau of Medical Economics from its 
in 1931 until his retirement in 1944. ‘ 

1. AMA’s Health Program Branded “Fancy Publicity,” Chicago Daily 
Tribune, Feb. 21, 1949 (Associated Press dispatch). 

2. Hearings Before the Committee on Education and Labor, United 
States Senate, Seventy-Ninth Congress, Second Session on S. 1606, pt 4 
April 1946, p. 412. . 

3. May 25, 1949, on behalf of Americans for Democratic Actiom 
mimeographed. 
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following paragraph in which he partially qualified the state- 
ment in the Associated Press dispatch already noted: 

My belief is further strengthened by the interpretation by those in 
whom I have faith of the chart on page 90 of the American Medical Asso- 
ciation’s pamphlet to which you refer, “Factual Data on Medical Eco- 
nomics,” 1939. (I have not the revised 1940 copy.) It appears that the 
American Medical Association’s officers responsible for that chart believed 
that persons who in 1939 had incomes under $3,000 a year could not 
meet “major illness” expenses without “sometimes needing help.” Today, 
with the change in money values, $3,000 must be translated into over 


$5,000 

On page 68 of The Nation’s Health (A Report to the Presi- 
dent by Oscar R. Ewing, Federal Security Administrator, Sep- 
tember 1948) appears the following statement which actually 
uses two of the terms of the chart, namely, “major” and 
“chronic” illness: 

As long ago as 1939, the American Medical Asociation estimated that 


an income of $3,000 a year was not adequate to pay the costs of a major 
or chronie illness. Since then, the consumers’ price index has risen 
approximately 75 per cent. A family would need take-home pay of more 
than $5,000 to have the same spending power that $3,000 gave in 1939. 
Nearly 80 per cent of our families earn less than $5,000 and consequently 
would have difficulty meeting the costs of a serious or prolonged illness. 


1939 CHART MISINTERPRETED 
The chart does not support Dr. Frothingham’s statement; nor 
does it support the statements made by other advocates of 
compulsory sickness insurance. (The chart on page 90 [fig. 1] 
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Fig. 1—Chart of medical services and economic status, reproduced 


from “Factual Data on Medical Economics,” page 90. 


The diagram on the opposite page is designed to The diagram indicates the type of medical needs and 
thow, in general, the relation between medical prob- the economic status which. bined, are responsible 
lems and economic status. The income limits used are for individual or family medical problems. The dia 
iDustrative only and should be raised or lowered some- gram also suggests the organization of medical services 
what according to the cost of living in the community that might be required by different economic conditions, 
tader consideration, the number in the family and and the limits within which any changes in present con- 
Other economic and social factors. ditions might be considered desirable. 





Fig. 2.-Reproduction of the comment on the chart, from “Factual 
Data on Medical Economics,” page 91. 


and the comment on the chart on page 91 [fig. 2] are repro- 
duced herewith as they were printed originally except that rows 
are lettered A to D upward and columns 1 to 5 across.) The 
chart, as well as the comment, indicates clearly that the indigent 
(row A—no income) are a community responsibility; no men- 
tion is made of responsibility at the federal (or state) level. 
Families receiving less than $1,500 per year (which is the 
meaning of row B of the chart) can pay the cost of some of 
their minor illnesses (column 1) and some of their major 
illnesses (column 2) but must have public aid for chronic 
illnesses (column 3), institutional care (column 4) and the 
Prevention of illness (column 5). In fact, the chart indicates 
that for all income groups below $3,000 (rows A, B and C) 
mstitutional care (column 4) and prevention (column 5) can 
be provided by proper coordination of existing agencies ; further 

erence to the two vertical columns for institutional care 
and prevention is therefore unnecessary. Members of the income 
Stroup $1,500 to $3,000 (row C) are for the most part self 
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sustaining for minor illnesses (column 1) and largely self sus- 
taining for major illnesses (column 2). They, too, need help 
for chronic illnesses (column 3). Members of the income group 
of $3,000 or above (row D) are self sustaining. 

Clearly, then, the Bureau publication “Factual Data on 
Medical Economics” does not use the term “serious illness,” 
which is the term employed by these advocates; instead the 
terms used are minor, major and chronic illness. These advo- 
cates should have used the same words or made their substi- 
tutions clear. Since this publication is a compilation of charts, 
tables and brief text explanations, these advocates might have 
examined earlier Bureau publications for fuller discussions of 
the tables and charts.* 

In 1941 another publication of the Bureau of Medical Econom- 
ics reflected the rising cost of living in the statement, “The 
dividing line above which income may be considered sufficient to 
meet the cost of medical care is probably about $2,000” (Basic 
Principles of Medical Economics, American Medical Associa- 
tion, p. 51). 

The frequency and total cost of minor, major and chronic 
illnesses should have been indicated on this checkerboard chart 
by different widths of the vertical bars. (Furthermore, row A 
should have been black instead of white.) The chart would 
then have clearly shown that minor illnesses, which are largely 
sustainable by all income groups, account for the greatest por- 
tion of all illnesses. Since prevention, as used in the chart 
(column 5), is primarily a matter for public health service 
agencies rather than the individual, it does not present an 
economic problem for individuals and its inclusion in this chart 
is additional evidence that the chart does not really define 
medical indigency. 

Most references being made currently to these two pages 
by advocates of compulsory sickness insurance misinterpret this 
chart for one reason or another. The chart does not show that 
families with incomes below $3,000 cannot afford medical care; 
it indicates only that for chronic illnesses (as well as for 
institutional care and for prevention), some families of incomes 
below $3,000 present a problem for public aid and some families 
do not. The chart would not completely support their claims 
if they had used a figure of $1,500 ($2,500 now) instead of 
$3,000 ($5,000 now). In fact, this checkerboard chart does not 
provide any clearcut income level for definition of inability to 
pay the costs of a “serious” illness. When one considers the 





4. For example, it is stated in Organization of Medical Services, Amer- 
ican Medical Association. Bureau of Medical Economics, 1937, Pp 7-8 
(reprinted with additions, from the A. Med. A. Bull. 31: 117-120 PMay) 
125-131 [June]; 149-152 [Oct.] 1936): All of the upper income classes 
(above $3,000) may be assumed to constitute no important problem. They 
are already cared for under the traditional system of private practice, 
with existing facilities. The same is true for the great majority with 
incomes between $1,500 and $3,000 annually. Only cases of prolonged 
illnesses, or a series of serious illnesses in the same family, or the 
occurrence of such illnesses in connection with other unexpected expendi- 
_—_ should throw any members of this income division into the problem 
class. 

Nearly all of the discussion of medical service plans is focused on those 
with incomes below $1,500. It must be remembered that this is a con- 
siderable class. It includes about 35 per cent of the nonfarming class 
and 72 per cent of the farmers. 

Not all of these, however, constitute any special problem. A large per- 
centage are able to pay for their medical care in the same way that they 
meet exceptional expenses in other lines. 

Below these is the indigent class. This class is not fundamentally, 
and certainly not exclusively, a problem for the medical profession. The 
care of the indigent is a broad social problem. It is no more the problem 
of physicians than of any other citizens, except in the field of medical 
service. This is a large and, for the medical profession—especially during 
recent years—an extremely important field. It involves cooperation with 
public authorities and philanthropic organizations; and the function of the 
medical profession is principally to see that the quality of the medical 
service is maintained and that care of the indigent does not become an 
entering wedge for the introduction of undesirable methods cf control 
and distribution of medical service. 

Except for the indigent there is no important problem in the care of 
minor diseases. The economic difficulty arises at the point where major 
illnesses are combined with low incomes. 

The problem of the care of the chronic ill is so largely economic as to 
be scarcely the main concern of the medical profession. The care of 
the chronic invalid depends on providing sufficient economic relief to pro- 
vide support and medical care. 

Neither do institutional cases demand any ial new plans for their 
care. Here the function of the medical profession is to see that the 
care of the mentally diseased, the blind, crippled, or any others for 
whom institutional care is d necessary receive good medical service, 
free from political influence. 

Preventive care runs across all income classes and many types of 
illness. Again, this is a field in which the main problem is the deve 
ment and improvement of existing institutions. In this field public health, 
nursing and the private practice of medicine must ine their efforts. 
The problem is largely one of keeping clear the line of division and creat- 
ing the most efficient forms of cooperation between each of these. 
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relative infrequency of chronic illnesses as compared with the 
high frequency of minor illnesses and the relative frequency 
of major illnesses, the deception practiced by those who misuse 


this chart is evident. 


MEDICAL COSTS HIGH, FOOD LOW 

Any analysis of the question of medical indigency cannot be 
complete or meaningful without consideration of the composi- 
tion, particularly with respect to age, of the families concerned. 
family undergo constant change as the members 
grow older. The typical young family, with 
child-bearing age, experiences the maximum 
medical needs. These needs decrease as the family grows older 
and rise rapidly again when the parents enter old age. The 
demands for food and clothing, however, follow a different 
pattern; they are usually at their maximum for parents in 
early middle age with grown children not yet married. Thus, 
when medical care expenses are at their maximum, food and 
clothing expenses tend to be at a minimum. Young fathers have 
not reached their maximum earning years; they are in the low 
income groups. The peak years of medical expense before old 
age, therefore, typically coincide with the years of low earn- 
ings for the young family. But these are also the years of 
low food and clothing expenses. These young families may 
have great medical expenses and low incomes, but they are 


rhe needs of a 
of the family 
the mother of 


more able to pay these expenses because their other living 
expenses will not reach their maximum until later in life. 
Obviously, then, a consideration of the income level alone 


cannot give enough information to determine medical indigency. 
Families in the same income group differ greatly in respect 
to their ability to afford medical care, and this difference arises 
out of the different age compositions of the families concerned. 
Income alone does not provide an adequate yardstick. The 
chart, as well as those who misuse the chart, overlook this 
changing relationship between medical and other family needs 
as the family grows older and its income rises until the 
breadwinner passes the earning peak later in life (at about 
age 45 to 55). 

FEWER FAMILIES 


LOW INCOME 


Even if this chart had not been misinterpreted, its validity 
could not be the same today as at the time it was developed. 
The many changes that come about in time have undoubtedly 
altered its significance. One important change which would 
influence any interpretation of this chart is the change in the 
income distribution which occurred during the 1940's. Accord- 
ing to the United States Bureau of Labor Statistics,5 the 
Consumers’ Price Index, which was 100 in 1935-1939, was 
159.2 in 1947, the date of the latest available income distribution 
figures. As this price level has risen, the percentage of families 
in low income groups has declined. If the income figure of 
$3,000 is adjusted for the higher price level, an income 
of $4,800 ($4,776) in 1947 would be equivalent to the $3,000 
income of 1935-1939 in purchasing power. That is, an income 
of $4,800 in 1947 would enable a family to purchase the same 
amount of goods and services it could have purchased in 
1935-1939 with an income of $3,000. Dr. Frothingham and 
Professor Harris have rounded this figure to $5,000, which 
is admittedly more convenient than $4,800. The percentage 
of families with an income of less than $3,000 in 1935-1936 
was 92.6 In 1947, however, the percentage of families with 
incomes of less than $4,800 was approximately 79; under 
$5,000, the percentage was 81 and under $2,500, only 39.7 It 
is evident, then, that the percentage of families in what was 
considered a low income group in the 1930’s was considerably 
larger (92 per cent vs. 79 per cent) than the percentage in a 


comparable income group in 1947. 


POSTPAY THEN, PREPAY NOW 
With the coming of Blue Cross and Blue Shield insurance 

plans and those developed by the insurance companies, the test 

of inability to pay has been utterly and completely changed. 





5. United States Bureau of Labor Statistics, Monthly Labor Rev., 


December 1948, p. 688. 

6. Statistical Abstract of the United States, United States Department 
of Commerce, 1940, p. 316. 

7. Computed from data in Current Population Reports—Consumer 
Income, Series P-60, no. 5, United States Department of Commerce, Feb. 


7, 1949, p. 17. 


A.M.A. 
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The emphasis today in the purchase of medical care is on 
prepayment, as contrasted with the concept of postpayment of 
former times. The test of the ability to pay for the type of 
medical care covered by Blue Cross and Blue Shield policies, 
especially in the case of major illness (column 2) is the ability 
of a family to prepay the premium for a combined Blue Cross- 
Blue Shield hospital and medical insurance policy for the 
entire family. The cost of this family policy is the price of 
a package of cigarets, a bottle of beer or a gallon of gasoline 
a day. In other words, any family that cannot prepay about 
20 cents a day (the number of income earners per family 
averages more than 114) may be considered medically indigent 
in 1949 with respect to the medical care provided under these 
policies. Before the development of voluntary insurance plans, 
the test of the ability to pay medical care bills ran up to 
several hundred dollars—the cost of postpayment in a lump 
sum or in installments. As long as the American people 
continue to choose to pay half again as much for alcoholic 
beverages and half again as much for recreation as they do 
for all types of medical care and choose to spend as much for 
jewelry and watches, more for personal care and twice as 
much for tobacco as they pay for their physicians, the advo- 
cates of socialized medicine in 1949 will be hard pressed to 
use the setting of the 1930's, even using $5,000 instead of 
$3,000 as the income level, for measuring or computing the 
proportion of the population which cannot prepay the cost of 
medical care. The ability to “prepay” and “postpay” are simply 
two different ideas of two different decades. Furthermore, the 
costs of the early part of chronic illness are met by voluntary 
rainy days” for 


insurance, and a long illness is one of the 
which the American people have accumulated a large amount 
of savings. 

DETERMINED LOCALLY 


MEDICAL INDIGENCY 


In general, it is very difficult, if not altogether impossible, 
to set any rigid income standard for determining who are 
medically indigent. Definitions of this term differ so greatly 
that it can scarcely be used without modifications to meet local 


Adopted and Recommended Annual Income Scales for 
Determining Medical Indigency 





Annual Income Scale 
Number of 


Persons Department of 


Recommended by Committee of 
Public Welfare 











Supported Adopted Council of Social Agencies 
by the by the —-— —_A~ — —— Scale for 
Income Council A B Cc Hospitalization 
1 $ 900 $1,270 £1,468 $1,656 $1,525 
2 950 1,321 1,515 1,708 1,575 
3 1,050 1,508 1,652 1,821 1,725 
4 1,250 1,798 1,966 2,110 2,050 
5 1,500 2,110 2,274 2,422 2,350 
6 1,700 2,429 2,573 2,742 2,675 





Source: The Maryland Medical Care Program: A Report by the Staff 
of the Subcommittee on Medical Care, Committee on Administrative 
Practice, New York, American Public Health Association, 1948, P. 37. 


conditions and changing times. In fact, few written definitions 
can be found in the literature on medical economics. Under the 
Maryland Medical Care Program which was established in 
1945, the medically indigent are defined as follows: 


A person is medically indigent when he is unable in the place in which 
he resides, through his own resources, to provide himself and his depen- 
dents with proper medical, dental, nursing, hospital, pharmaceutical, 
therapeutic appliance care without depriving himself or his depen 
necessary food, clothing, shelter, and similar necessities of life, as deter- 
mined by the local authority charged with the duty of dispensing relief 
indigent.* 





for the medically —— 
8. The Maryland Medical Care Program—A Report to the Subeeee 
Ne 


tee on Medical Care, American Public Health Association, 
1948, p. 38. Although no reference was cited, this definition was of 
from the proceedings of a Special Session of the House of 1938 
the American Medical Association held in Chicago, Sept. 16-17, 
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Decisions as to what constitutes “necessary” food, clothing and 
shelter, and as to when a person would have to deprive himself 
of these items in order to purchase medical care certainly must 
differ with individual values and local conditions. It is evident 
that the developers of the Maryland Plan foresaw this difficulty 
and consequently left these decisions primarily to the discretion 
of the local authority. 

An income scale to determine medical indigency was also 
adopted under the medical care program in Maryland, the 
only recent income scale I have located. Again the local authori- 
ties were authorized to adjust this income scale to meet local 
conditions. It is also interesting to note that the scale adopted 
was considerably lower than any of those recommended by the 
Council of Social Agencies and the department of Public 
Welfare in Maryland (table). Both the adopted and recom- 
mended scales are, nevertheless, still lower than the $3,000 
level and far below the $5,000 level mentioned by Dr. Froth- 
ingham and Professor Harris, and these scales are based on 
recent cost of living data. 

SUMMARY 


I stress the following points about the misuse of data pub- 
lished by the American Medical Association, particularly by 
the Bureau of Medical Economics : 

1. Certain advocates of compulsory sickness insurance have 

misinterpreted the chart on page 90 of “Factual Data on 
Medical Economics.” 


to 


. Neither their statements nor the chart show the influence 
of the age composition of a family on its ability to afford 
medical care. 

3. They have applied the chart to a period in which it is 

no longer meaningful. 

a) They have failed, therefore, to tell the story of 
the difference between the test of ability to prepay 
today and the test of ability to postpay in the 1930's. 

») They have not taken into consideration the changing 
income distribution in the United States and its 
effects on the definition of medical indigency. 


4. They are using a term, medical indigency, which at its 
best, is ambiguous and arbitrary and of no significance 
unless qualified in respect to local conditions and individual 
differences. 





Medical Examinations and Licensure 


COMING EXAMINATIONS AND MEETINGS 





NATIONAL BOARD OF MEDICAL EXAMINERS 


Natioxat Boarp oF Mepicat Examiners: Parts I and II. Various 
Centers. Sept. 12-14. Exec. Sec., Mr. E. S. Elwood, 225 S. 15th St., 


Philadelphia 2 
EXAMINING BOARDS IN SPECIALTIES 


_American Boarp or Anestuesio.tocy, Inc. Oral. Denver, Oct. 16-20. 
Sec., Dr. Curtiss B. Hickcox, 745 Fifth Ave., New York 27. 
_American Boarp oF DERMATOLOGY AND SyPHILOLoGy, Inc.: Written. 
Various Centers, Sept. 15. Oral. Cincinnati, Oct. 21-23. Sec., Dr. 
George M. Lewis, 66 East 66th St., New York 21. 

American Boarp oF INTERNAL MEDICINE: Written. Oct. 17. Asst. 
Sec.-Treas. Dr. W. A. Werrell, 1 Main St., Madison 3, Wis. 

American Boarp oF Nevrovocicat Surcery: Oral. Chicago, June 3. 
Final date for filing applications is Jan. 1. Sec., Dr. W. J. German, 789 
Howard Ave., New Haven. 

American Boaro or Osstetrics ann Gynecotocy, Inc. Part I. Vari- 
ous Centers. Feb. 3. Final date for filing application is Nov. 5. Sec., 
Dr. Paul Titus, 1015 Highlana Bldg., Pittsbureh. 

American Boarp of OrutHatmotocy: St. Louis, Oct. 15-19; Boston, 
April. Sec., Dr. Edwin B. Dunphy, 56 Ivie Rd., Cape Cottage, Maine. 
cgimerican Boarp oF Ortnorarpic Surcery. Fart ll, New York 
rik Feb. 9-10. Final date for filing application for Part II is Aug. 15. 
“Address: Sec.-Treas., Dr. Harold A. Sofield, Room 1856, 122 S. Michigan 
Ave., Chicago. 
pAuzaican Boarp or Orotaryncotocy: Chicago, Oct. 4-7. Sec., 

- D. M. Lierle, University Hospitals, Iowa City. 

American Boarp or PatHoLocy: Chicago, Oct. 7-8. Final date for 

® application is Sept. 1. Sec., Dr. Robert A. Moore, 507 Euclid 

Ave., St. Louis. 
yamenican Boarp or Pepratrics: Oral. Cleveland, Sept. 16-18; New 
‘a City, Oct. 21-23; Chicago, Dec. 9-11. Sec., Dr.. John .McK. Mitchell, 

an Road, Rosemont, Pa. 

American Boarp oF Piastic Surcery: Examinations are given in 
une and November of each year in the home town of applicants. Sec.- 
teas. Dr. Louis T. Byars, 400 Metropolitan Bldg., St. Louis, Mo. 
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American Boarp or Preventive Mepictne AND Pustic HeattH 
Parts 1 and II]. New York, Oct. 22-24. Final date for filing application 
is July 22. Sec., Dr. Ernest L. Stebbins, 615 N. Wolfe St., Baltimore 

AMERICAN Boarp oF ProctoLtoGy: November. Sec., Dr. Louis A. 
Buie, 102-110 Second Ave., S.W., Rochester, Minn. 

AmERICAN Boarp oF Psycuiatry AnD Nevroiocy, Inc. Special 
Examination, Chicago, Oct. 24-25. December, New York City. Final 
date for filing applications 1s Sept. 15. Sec., Dr. F. J. Braceland, 102-110 
Second Ave., S Rochester, Minn. 

American Boarp or RapioLtocy: Oral. Cincinnati, Sept. 28-Oct. 2. 
Sec., Dr. B. R. Kirklin, 102-110 Second Ave., S.W., Rochester, Minn. 

AMERICAN Boarp oF SuRGERY: Written. Various Centers, October 26 
Sec., Dr. J. Stewart Rodman, 225 S. 15th St., Philadelphia. 

AMERICAN Boarp oF Uro.tocy: Written. December. Oral and Clini- 
cal. Chicago, Feb. 11-15. Final date for receipt of case histories is Sept. 
1, 1949. Sec., Dr. Harry Culver, 7935 Sunnyside Road, Minneapolis 18. 


BOARDS OF MEDICAL EXAMINERS 


ALasKaA:* Juneau, Sept. 6. Sec., Dr. W. M. Whitehead, Box 140, 
Juneau. 

ALABAMA: Examination. Montgomery, June 27-29. Sec., Dr. D. G. 
Gill, 519 Dexter Avenue, Montgomery. 

ArKaAnsas: * Examination, Little Rock, Nov. 3-4. Sec., Dr. Joe Verser, 
Harrisburg. Eclectic. Little Rock, Nov. 3. Sec., Dr. Clarence H. Young, 
1415 Main St., Little Rock. 

CaLiFoRNIA: Examination. Los Angeles, Aug. 15-18. Sec., Dr. 
Frederick N. Scatena, 1020 N Street, Sacramento. 

District or Cotumpia: * Examination. Washington, Nov. 14-15. Sec.. 
Dr. G. C. Ruhland, 4130 E. Municipal Bldg., Washington. 

Fioripa: Examination. Jacksonville, Nov. 27-29. Sec., Dr. Frank D. 
Gray, 12 N. Rosalind Ave., Orlando. 

Georcta: Examination. Atlanta, Oct. 11-12. Reciprocity. Atlanta. 
Oct. 13. Sec., Mr. R. C. Coleman, 111 State Capitol, Atlanta 3. 

Guam: Endorsement. Agana, Last Friday of each month. Sec., Capt 
C. K. Youngkin, Dept. of Public Health, Guam, % F.P.O., San Francisco. 

Itttnots: Chicago, Oct. 4-6. Supt. of Registration, Mr. Fred W 
Ruegg, Capitol Bldg., Springfield. 

InpIaANA: Examination. Indianapolis, June. Sec., Dr. Paul R. Tindall, 
1138 K. of P. Bldg., Indianapolis. 

Iowa: Examination. Des Moines, Dec. 5-7. Reciprocity. Des Moines, 
Sept. 5, Oct. 3, Nov. 7, Dec. 5. Sec., Dr. M. A. Royal, 506 Fleming 
Blidg., Des Moines. 

Kansas: Topeka, Dec. 8-9. Sec., Dr. J. F. Hassig, 905 N. Seventh 
St., Kansas City. 

MARYLAND: Examination. Baltimore, Dec. 13-16. Sec., Dr. Lewis P. 
Gundry, 1215 Cathedral St., Baltimore 1. Homeopathic. Examination. 
Baltimore, Dec. 13-14. Sec., Dr. John A. Evans, 612 West 40th St., 
Baltimore. 

Minnesota: * Oct. 18-19. Sec., Dr. Julian F. Du Bois, 230 Lowry 
Medical Arts Bldg., St. Paul 2. 

Mississippi: Reciprocity. Jackson, December. Sec., Dr. Felix J. 
Underwood, State Board of Health, Jackson 113. 

Montana: Helena, Oct. 3-5. Sec., Dr. Otto G. Klein, First National 
Bank Bldg., Helena. 

Nevava: Carson City, Nov. 7. Sec., Dr. George H. Ross, 112 N 
Curry St., Carson City. 

New Hampsutre: Concord, Sept. 8-9. Sec., Dr. J. S. Wheeler, 107 
State House, Concord. 

New Jersey: Oct. 18-21. Sec., Dr. E. S. Hallinger, 28 W. State 
St., Trenton. 

New Mexico:* Santa Fe, Oct. 10-11. Sec., Dr. Charles J. McGoey, 
Coronado Bldg., Santa Fe. 

New Yorx: Examination. New York, Albany, Syracuse and Buffalo, 
Oct. 4-7. Sec., Dr. Jacob L. Lochner Jr., 23 S. Pearl St., Albany 7. 

Nortu Carowttna: Endorsement. Asheville, Oct. 17. Sec., Dr. Ivan 
Proctor, 226 Hillsboro Street, Raleigh. 

Onto: Examination. Columbus, December. Endorsement. Oct. 2. 
Sec., Dr. H. M. Platter, 21 W. Broad St., Columbus. 

Puerto Rico: San Juan, Sept. 6-10. Sec., Dr. Luis Cueto Coll, Box 
3717, Santurce. 

Soutn Carottna: Examination, Columbia, Nov. 8-9. Reciprocity. 
First Monday of every month. Sec., Dr. N. B. Heyward, 1329 Blanding 
St., Columbia. 

TENNESSEE: Examination, Memphis, Sept. 28-29. Sec., Dr. H. W. 
Qualls, 1635 Exchange Bldg., Memphis 3. 

VirGinta: Examination. Richmond, Dec. 2-3. Reciprocity. Richmond, 
Dec. 1. Sec., Dr. K. D. Graves, 631 First St., S.W., Roanoke. 

Wisconsin: * Examination. Madison, Jan. 10-12. Sec., Dr. C. A. Daw- 
son, River Falls. 

Wrominc: Cheyenne, Oct. 3. Sec., Dr. Franklin D. Yoder, Capitol 
Bidg., Cheyenne. 





* Basic Science Certificate required. 
BOARDS OF EXAMINERS IN THE BASIC SCIENCES 


AtasKa: Juneau, Aug. 28. Sec., Dr. C. Earl Albrecht, Box 1931, 
Juneau. 

Arizona: Examination. Tucson, Sept. 20. Sec., Mr. Francis A. Roy, 
Science Hall, University of Arizona, Tucson. 

ArKansas: Examination, Little Rock, Oct. 4. Sec., Mr. L. E. Gebauer, 
1002 Donaghey Bldg.. Little Rock. 

Cotorapo: Examination. Denver, Sept. 14-15. Sec., Dr. Esther B. 
Starks, 1459 Ogden St., Denver 3. 

District or CotumBia: Washington, Oct. 24-25. Sec., Dr. G. C. 
Ruhland, 4130 E. Municipal Bldg., Washington. 

Frorrpa: Examination. Gainesville, Nov. 5. Sec., Mr. M. W. Emmel, 
University of Florida, Gainesville. 

Micuican: Examination. Detroit and Ann Arbor, Oct. 14-15. Sec., 
Miss Eloise LeBeau, 101 N. Walnut St., Lansing 15. 

Minnesota: Examination, Minneapolis, Oct. 4-5. Sec., Dr. Raymond 
N. Bieter, 105 Millard Hall, University of Minnesota, Minneapolis. 

Nepraska: Examination, Omaha, Oct. 4-5. Director, Bureau of Exam- 
inive, Seaede, Mr. Oscar F. Humble, Room 1009, State Capitol Bldg., 
incoln 9. 

Orecon: Portland, Sept. 10 and Dec. 3. Sec., Mr. Charles D. Byrne, 
State Board of Higher Education,. Eugene. 

Soutsa Dakota: Vermillion, Dec. 2-3. Sec., Dr. Gregg M. Evans, 310 
E. 15th St., Yankton. 

Wisconsin: Milwaukee, Sept. 24 and Dec 3. Sec., Prof. W. H. Barber. 
Ripon College, Ripon. 
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Current Medical Literature 


AMERICAN 
The Association library lends periodicals to members of the Association 
and to individual subscribers in continental United States and Canada 


for a period of three days. Three journals may be borrowed at a time. 
Periodicals are available from 1938 to date. Requests for issues of 
earlier date cannot be filled. Requests should be accompanied by stamps 
to cover postage (6 cents if one and 18 cents if three periodicals are 
requested). Periodicals published by the American Medical Association 
are not available for lending but can be supplied on purchase order. 
Reprints as a rule are the property of authors and can be obtained for 
permanent possession only from them. 


Titles marked with an asterisk (*) are abstracted below. 





American J. Digestive Diseases, Fort Wayne, Ind. 
16:79-120 (March) 1949 


DDT Poisoning and the Elusive “Virus X”: New Cause for Gastro- 
enteritis. M. S. Biskind.—p. 79. 

Surgical Considerations of Choledocholithiasis. 

Effect of Acetylsalicylic Acid on Gastric Mucosa of Shay Rat. 
R. L. Dryer, W. D. Paul and J I. Routh.—p. 88. 

Bleeding Per Ano. E. T. Whitney.—p. 91. 

Diabetes Mellitus. I. M. Rabinowitch.—p. 95. 


J. A. Sterling.—p. 84. 
J. Katz, 


American Journal of Diseases of Children, Chicago 
77: 1-148 (Jan.) 1949 


*Comparative Efficacy of Vitamin D Preparations in Prophylactic Treat- 
ment of premature infants. K. Glaser, A. H. Parmelee and W. S. 
Hoffman.—p. 1. 

*Whooping Cough Treated with Pertussis Immune Serum (Human): 
Report on Controlled Series of 52 Patients Under One Year of Age. 
P. F. Lucchesi and A. C. LaBoccetta.—p. 15 

Measles Encephalitis. E. Appelbaum, Vera B. Dolgopol and J. 


Dolgin.—p. 25. 
Electrolyte Balance Studies on Premature Infants on Diet of Evaporated 
Milk. W. S. Hoffman, A. H. Parmelee and A. Grossman.—p. 49. 
Developmental Opacities of Teeth in New England Community: Their 
Relation to Fluorine Toxicosis. V. O. Hurme.—p. 61. 


Vitamin D Preparations in Premature Infants.—Glaser 
and associates studied the efficacy of four vitamin D preparations 
in preventing rickets and allowing normal growth in 166 pre- 
mature infants for the first eight months of their lives. The 
preparations were (1) vitamin D, made by electron bombard- 
ment of ergosterol, (2) viosterol, which is vitamin D. made by 
ultraviolet irradiation of ergosterol, (3) crystalline vitamin D, 
and (4) “delsterol” (vitamin D;), made by irradiation of 7- 
dehydrocholesterol. The dosages used were 100 units, 200 units, 
400 units and 800 units daily. No clinical rickets were observed. 
Roentgenographic evidence of rickets occurred in 7 infants; 
in 2 others there was suspicious bowing of the extremities. 
Phosphatase levels above 15 Bodansky units per hundred cubic 
centimeters occurred in 29 instances, of which 23 were unaccom- 
panied with evidence of rickets. It is believed that 20 units 
per hundred cubic centimeters represents a better normal upper 
limit for premature infants. With this limit, 12 instances of 
elevated phosphatase levels occurred, 10 of which were in the 
groups receiving 100 and 200 units. Serum calcium and phos- 
phorus concentrations were almost always at high normal levels, 
even in the presence of roentgenographic evidence of rickets. 
Gain in weight and length was good in all 166 infants, regardless 
of the dosage or the type of vitamin D used. There appeared to 
be no difference in the efficacy of the vitamin D preparations 
in preventing rickets or in allowing growth. Though 100 units 
of vitamin D is a satisfactory prophylactic dose for most pre- 
mature infants, 400 or 800 units daily allow a greater margin of 
safety in cases of illness or temporary neglect. 

Whooping Cough Treated with Immune Serum.— 
According to Lucchesi and LaBoccetta it is generally recognized 
that whooping cough is severest and has the highest mortality 
rate in children under 1 year of age. For this reason, only 
children up to 12 months of age were included in this investi- 
gation. Only those for whom the diagnosis of whooping cough 
was confirmed by laboratory studies and by clinical evidence 
were studied. Patients were divided into two groups; each 
group included the alternate patients admitted without selection. 
Except for pertussis immune serum (human), the patients in 
group 1 were treated as those in group 2, the control group. 
Treatment consisted of sedation, aspiration and administration 
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J. A. M. A, 
Aug. 13, 1949 





of sulfonamide drugs and/or penicillin for bacterial complica- 
tions, oxygen and a mixture of 5 per cent carbon dioxide 
and 95 per cent oxygen. The patients who received serum 
showed a more regular decline in the rate of frequency of 
paroxysms when treated in the first week of disease than did 
the patients in the control group. The difference was not as 
noticeable when treatment was started in the second week of 
disease. In both instances, the difference was not apparent until 
after the second seven day period after hyperimmune serum had 
been given. The serum did not materially affect the rate of 
decline of the frequency of paroxysms in patients with broncho- 
pneumonia as compared with controls. The temperature 
remained elevated longer in patients treated with serum than 
in the control patients. 


American Journal of Medical Sciences, Philadelphia 
217:241-360 (March) 1949 


Variations in Concentration of Lysozyme 


Studies of Human Colon: I. 
W. J. Grace, P. H. Seton, 


with Life Situation and Emotional State. 
S. Wolff and H. G. Wolff.—p. 241. 

Treatment of Poliomyelitis Involving Respiratory System. 
and A. G. Bower.—p. 252. 

Effect of Therapeutic Doses of Aspirin on Acid-Base Balance of Blood 
in Normal Adults. H. R. Farber, M. J. Yiengst and N. W. Shock. 
—p. 256. 

Study of Fixed Tissue Sections of Sternal Bone Marrow Obtained by 
Needle Aspiration: III. Metastatic Carcinoma in Sternal Bone 
Marrow. A. S. Weisberger and R. W. Heinle.—p. 263. 

Blood Picture in Leprosy. Sadie Kiang and G. H. Choa.—p. 269. 

Effect of Hesperidin Methyl Chalcone (Vitamin P) on Diabetic Ret- 
inopathy. F. B. Peck and M. Mann.—p. 277. 

*Electrocardiogram in Myocardial Infarction: Its value as 
Aid in 130 Autopsied Cases. R. B. Failey Jr.—p. 283. 

*Negative Results of Tocopherol Therapy in Cardiovascular Disease. 
C. K. Donegan, A. L. Messer, E. S. Orgain and J. M. Ruffin.—p. 294. 

*Electrocardiographic Changes in Acute Gonococcal Arthritis and Myo- 
carditis Simulating Acute Rheumatic Polyarthritis. E. Shapiro, 
M. L. Lipkis, J. Kahn and J. B. Heid.—p. 300. 

Amyloid Heart Disease. J. Ballinger.—p. 308. 

Pneumonia of Measles. L. Weinstein and W. Franklin.—p. 314. 

Home Accidents as Community Health Problem. J. E. Gordon.—p. 325. 

Immunization with Mixed Bacterial Antigens. D. S. Fleming.—p. 345. 


H. E. West 


Diagnostic 


Electrocardiogram in Myocardial Infarction.—The cases 
studied by Failey fall into 2 groups, the first comprising 100 
patients in whom necropsy verified the diagnosis of myocardial 
infarction and the second comprising 30 patients in whom a 
clinical diagnosis could not be verified at necropsy. In many 
of these patients electrocardiographic studies were made subse- 
quent to the development of the infarcts. Analysis of these 
records indicates that the use of 6 precordial leads as a routine 
procedure appears to be of value in the accurate diagnosis of 
anterior myocardial infarction and represents a considerable 
improvement over the technic employing only a single precordial 
lead. When the multiple lead technic is used, errors in diagnosis 
will be almost exclusively those of electrocardiographic interpre- 
tation as contrasted with errors stemming from insufficient data. 
The use of unipolar extremity leads appears to be of compara- 
tively little value in the diagnosis of myocardial infarction. 


Negative Results of Tocopherol Therapy in Cardio- 
vascular Disease.—Donegan and his collaborators attempted 
by laboratory tests and clinical examinations to evaluate the 
effect of tocopherol therapy in selected types of cardiovascular 
disease. The 21 patients studied included 7 with hypertensive 
vascular disease without cardiac enlargement, 7 patients with 
hypertensive vascular disease and cardiac enlargement and 
patients with classic and relatively stable angina pectoris. The 
patients were seen usually at monthly intervals over periods 
of five to twenty months. Tocopherol therapy was found to 
produce no appreciable benefit either subjectively or objectively, 
although the blood level of tocopherol could be signifi 
raised by the oral administration of the drug. 

Electrocardiographic Changes in Gonococcic Arthritis 
and Myocarditis.—In the 4 cases presented by Shapiro and 
his co-workers, the migratory polyarthritis, fever, tach | 
electrocardiographic alterations and increase in sedimentation 
rate simulated the criteria proposed by Jones for acute rheu- 
matic polyarthritis. Rheumatic fever was ruled out by 
presence of a septic joint, the failure of an initial attack 
arthritis to respond to salicylates in adequate dosage 
the arrest of the septic arthritis and fever by either a 
amide drug or penicillin. In the first case, the septic 
was probably gonorrheal in origin, although results ; 
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complement fixation tests were nezative. In the other 3 cases 
gonococcic arthritis was diagnosed on the basis of positive 
cervical cultures or positive reactions to complement fixation 
tests, the radiologic and clinica! evidence of septic arthritis and 
the prompt arrest of the disease by treatment with an anti- 
biotic. The authors conclude that electrocardiographic changes 
and polyarthritis can no longer be accepted as pathognomonic 
of acute rheumatic fever, because identical electrocardiographic 
alterations and polyarthritis can occur in acute gonococcic 
arthritis. The electrocardiopathy is apparently caused by toxic 
gonococcie myocarditis rather than a true inflammatory lesion. 


American Journal of Ophthalmology, Chicago 
32:345-486 (March) 1949 


Suggestions for Surgical Management of Strabismus. Fourth Sanford 
R. Gifford Memorial Lecture. L. T. Post.—p. 345. 

Beta Irradiation of Eye. W. F. Hughes Jr. and C. E. Iliff—p. 351. 

Heredodegeneration of Macula. W. L. Berkley and F. R. Bussey. 
-p. 361. 

Correlation of Cerebrovascular Resistance and Grade of Hypertensive 
Retinal Findings. I. H. Leopold, S. S. Kety, W. A. Jeffers and 
thers.—p. 365. ' 
Essential Progressive Atrophy of Iris. L. W. Chang and G. W. Ojers. 

—p. 369. 

saventianian of Blood-Aqueous Barrier in Newborn: I. To Ascorbic 
Acid. VE. Kinsey and Blanche Jackson.—p. 374. 

Trauma to Head with Particular Reference to Ocular Signs: II. 
Injuries Involving Hemispheres and Brain Stem; Miscellaneous 
Conditions; Diagnostic Principles; Treatment. A. B. King and 
Fr. B. Walsh.—p. 379. 

Some Observations on Miotics. E. B. Dunphy.—p. 399. 


Nasal Contraction of Visual Fields in Glaucoma. W. Arkin.—p. 407. 
Congenital Cataracts: Survey of Various Types of Operation. C. H. 
Bagley.—p. 411. 


Aphakia. A. Cowan.—p. 419. 
Newer Concepts in Classification of Glaucomas. H. S. Sugar.—p. 425. 
Sight Restoration in a School for the Blind. P. Dorman.—p. 433. 


American Journal of Psychiatry, New York 
105:641-720 (March) 1949 


Study of Selective Service Law Violators. M. J. Pescor.—p. 641. 

Role of Rhythmic Patterns in Childhood. R. S. Lourie—p. 653. 

*Effect of Glutamic Acid on Mental and Physical Growth of Mongols. 
F. T. Zimmerman, Bessie B. Burgemeister and T. J. Putnam.—p. 661. 

Mental Hospital Employees, Their Importance in Future Mental 
Hospital Betterment. C. A. Bonner.—p. 669. 

Carotid Sinus in Neuropsychiatric Cases: Clinical, Electroencephalo- 
graphic, and Electrocardiographic Studies. M. Greenblatt, M. Rinkel 
and H. C, Solomon.—p. 673. 

Carbon-Dioxide Narcosis Therapy. J. A. Kindwall.—p. 682. 

Use of Malononitrile in Treatment of Mental Illnesses: Preliminary 
Report. I. H. MacKinnon, P. H. Hoch, L. Cammer and H. B. 
Waelsch.—p. 686. 

Current Trends in German Psychiatry. K. Schneider.—p. 689. 

Note on Architecture of Psychiatric Ward. B. Merrill.—p. 691. 

Facilitation and Inhibition as Factors in Behavioral Deviations. D. E. 
Cameron.—p. 693. 

Psychosexual Factors in Paranoid Phenomena. Henriette R. Klein and 
W. A. Horwitz.—p. 697. 


Effect of Glutamic Acid in Mongolian Idiocy.—Zimmer- 
man and associates studied the effect of glutamic acid in 30 
definite cases of mongolism and 30 control cases of nonmongoloid 
retardation. Glutamic acid accelerated both mental and physical 
growth in mongolian idiocy. Improvement in mental growth, 
while genuine, was not as great as in nonmongoloid retardation. 
Improvement in physical growth was striking over six months 
of treatment. 


American Journal of Public Health, New York 


39:293-432 (March) 1949 


Anniversary Program—150th Year U. S. Public Health Service: Past 
and Future of Public Health Service. L. A. Scheele.—p. 293. 

Id.: Training of Health Man Power. L. J. Reed.—p. 303. 

Id.: National Health Program—What the Public Expects, and How 
to Organize It. Agnes Meyer.—p. 308. 

Improving the Quality of Medical Care: Training of Personnel. T. D. 
Dublin.—p. 314. 

Id.: Group Medical Practice. D. A. Clark.—p. 321. 

Id.: Regionalization of Hospitals. A. D. Kaiser.—p. 329. 

Id.: Sound Principles of Administration. E. F. Daily—p. 337. 

Studies of Combined Action of Antibiotics and Sulfonamides. C. W. 
Price, W. A. Randall, H. Welch and Velma L. Chandler.—p. 340. 
portance of Antigenic Composition of Influenza Virus Vaccine in 
Protecting Against Natural Disease: Observations During Winter 
of 1947-1948. J. E. Salk and P. C. Suriano.—p. 345. 

Public Health Rh Program on State-Wide Scale. C. I. Argall.—p. 356. 

Laboratory Diagnosis of Tuberculosis. M. M. Cummings.—p. 361. 

Industry’s Responsibility for Worker Health. L. Price.—p. 367. 
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American Review of Tuberculosis, New York 
59:113-222 (Feb.) 1949 


*Thoracoplasty in Treatment of Pulmonary Tuberculosis: Analysis of 
Results Five to Twenty-Six Years After Operation. T. J. Kinsella, 
E. S. Mariette, P. M. Matill and others.—p. 113. 

Significant Electrocardiographic Changes Following Chest Surgery: 
Electrocardiographic Changes Currently Considered Indicative of 
Serious Heart Disease Occurring Postoperatively in Patients with 
Complete Absence of Clinical Manifestations of Heart Disease. 
S. M. Rauchwerger and F. A. Erskine.—p. 128. 

*Streptomycin-Tuberculosis Research Project of the American Trudeau 
Society: Summary Report. H. M. Riggins and H. C. Hinshaw. 
—p. 140. 

Constitutional Factors in Resistance to Infection. I. Effect of Estrogen 
and Chorionic Gonadotropin on Course of Tuberculosis in Highly 
— Rabbits. M. B. Lurie, S. Abramson and M. J. Allison. 
—p. 168. 

Id. II. Effect of Estrogen on Tuberculin Skin Sensitivity and on 
Allergy of Internal Tissues. M. B. Lurie, T. N. Harris, S. Abram- 
son and J. M. Allison.—p. 186. 

Id.: III. Mode of Action of Estrogen and Gonadotropin on Progress of 
Tuberculosis. M. B. Lurie, S. Abramson, A. G. Heppleston and 
J. M. Allison.—p. 198. 

Late Results of Thoracoplasty.—Kinsella and his 
co-workers report 613 patients, 270 men and 343 women, with 
pulmonary tuberculosis who were subjected to extrapleural 
thoracoplasty at Glen Lake Sanatorium, Oak Terrace, Minn., 
during the period 1922-1943. Six hundred and nine of these 
patients had unilateral thoracoplasty carried out in 1,562 opera- 
tions, while 4 had bilateral thoracoplasties performed in 12 
operations, making a total of 1,574 operations for the entire 
series, an average of 2.6 operations per patient. Three hundred 
and eighty-three of the patients were operated on because of 
far advanced disease and 229 because of moderately advanced 
disease, and 1 patient had a complete thoracoplasty because of 
a minimal tuberculous lesion with pulmonary hemorrhage. 
Twenty-two of the 613 patients in the entire series died within 
fourteen days of the operation. A total of 34 patients died 
within eight weeks after operation, giving a mortality rate 
of 5.55 per cent based on the number of patients or 2.16 per 
cent based on the number of operations. The postoperative 
mortality rate (within eight weeks) since 1931 has been 3.0 
per cent based on the number of patients and 1.16 per cent 
based on the number of operations. Shock, frequently of severe 
degree, was a very prominent feature in all of the earlier opera- 
tions, but became a factor of much less importance in the latter 
portion of the series. Eleven of the deaths may justly be attrib- 
uted to an extension of the tuberculosis. Four hundred and ten 
(66.8 per cent) of the entire series operated on were alive five to 
twenty-six years after operation and 169 (27.57 per cent) ulti- 
mately died of tuberculosis or its complications. Thirty-four 
patients died at various times up to eighteen years following 
operation from causes unrelated to tuberculosis. These survival 
figures clearly indicate the stability of the lesions in the patients 
operated on once the tuberculosis has been controlled by means 
of extrapleural thoracoplasty. 


Streptomycin-Tuberculosis Research Project.—Riggins 
and Hinshaw report results of streptomycin therapy admin- 
istered by a group of cooperating investigators in the American 
Trudeau Society to 332 patients, 132 men and 200 women, the 
majority between the ages of 20 and 39 years, who had com- 
pleted streptomycin therapy and had been observed for at least 
ninety days after the beginning of treatment. Seventeen patients 
had minimal, 118 moderately advanced and 197 far advanced 
pulmonary tuberculosis. One hundred and seventy-seven of the 
332 patients had a total of 204 known tuberculous complications, 
the largest number (125) with tracheobronchial and laryngeal 
tuberculosis. Of the 213 patients receiving daily dosages of the 
drug varying from 0.5 Gm. to 1.4 Gm., 148 (70 per cent) 
received 1.0 Gm. daily; of the 119 patients receiving daily dos- 
ages varying from 1.5 Gm. to 3.0 Gm., only 10 (8 per cent) 
received 3.0 Gm. daily. Clinical, roentgenologic and bacteriologic 
observations demonstrated that the degree of therapeutic efficacy 
of streptomycin is definitely related to the character of the pul- 
monary disease. Although improvement occurred much more 
frequently and was more pronounced in patients with predomi- 
nantly acute disease than in those with predominantly chronic 
pulmonary disease, significant improvement was reported in a 
small percentage of patients with chronic disease. As the 
progression of chronic tuberculosis is fundamentally related to 
the occurrence of acute episodes, the great potentialities of the 
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strategic use of short courses of streptomycin to combat such 
episodes should be stressed. The larger daily dosages of strepto- 
mycin appeared to bring about more frequent and more definite 
improvement than the smaller daily dosages, but the greater 
therapeutic effect was often minimized or nullified by the severer 
toxic manifestations incident to larger dosage. The availability 
of dihydrostreptomycin, which appears to be less neurotoxic 
than streptomycin, may aid in the solution of this problem. The 
occurrence of drug-fast organisms was found to be definitely 
related to duration of treatment. The failure to close cavities 
and convert sputum in a larger percentage of patients and the 
relapse of the disease with increasing frequency six to ten 
months after the beginning of treatment suggest limitations of 
antibacterial therapy for chronic tuberculosis and emphasize 
the absolute necessity of collapse therapy if lasting results are 


to be achieved 


Archives of Dermatology and Syphilology, Chicago 
59:1-126 (Jan.) 1949 

*Prevention of Syphilis: Penicillin Calcium in Oil and White Wax, 
U.S. P.. Bismuth Ethyleamphorate and Oxophenarsine Hydrochloride 

During Incubation Stage of Persons Exposed to 
Syphilis. L. J. Alexander and A. G. Schoch.—p. 1. 

Sensitivity to Tuberculin of Persons with Acne: Importance of Age 

Its Interpretation; Study of 1,136 Students. M. S. Heller and 
R. E. Wheeler.—p. 11. 
Present Status of Quinacrine (Atabrine) 
6 Cases. C. L. Schmitt.—p. 16. 
Analysis of Basal Metabolic Rate and Blood Cholesterol Determinations 
ae Tomlinson and O. J. Cameron.—p. 22. 

Nodular Nonsuppurative Panniculitis (Weber-Christian 
Report of Case in Which Infiltrate of Polymorphonuclear Leukocytes 
Represented Earliest Lesion. W. F. Lever.—p. 31. 

Contact Dermatitis: Practical Management and Identification 
Without Patch Testing. R. L. Sutton Jr.—p. 36. 

Intraepidermal Basal Cell Epithelioma. C. F. Sims and R. L. 

p. 45 

Metastatic Transitional Cell Carcinoma of Penis Simulating Chancre. 
L. S. Markson, C. W. Stoops and J. Kanter.—p. 50. 

Chronic Symmetric Impetigo. S. Crawford.—p. 55. 

Autosensitization Dermatitis: Report of 5 Cases and Protocol of 
Experiment. H. J. Templeton, C. J. Lunsford and H. V. Allington. 

Pp 68. 

Psoriasis and Adrenocortical Function: Preliminary Report on Possible 
Steroid Hormonal Etiologic Relationship. F. Reiss.—p. 78. 

*Neurosyphilis: Penicillin and Malarial Fever Therapy Versus Penicillin 
and Vaccine (Typhoid) Fever Therapy. J. B. Watson.—p. 86. 

Influence of Tetra-Chloro-Para-Benzoquinone on Human Fungous 
Infections. T. H. McGavack, D. Weiner, A. L. Cascio, and others. 
—p. 94. 

Study of 120 
and T. H 


Treatment, 


Dermatitis: Report of 


Disease): 


Cause 


Parker. 


Deaths Occurring in Dermatologic Service. P. LeVan 


Sternberg.—p. 101 

Prevention of Syphilis.—Alexander and Schoch began in 
1946 to treat persons known to have been in contact with 
patients who had infectious syphilis in an attempt (1) to prevent 
the development of the disease in these persons, (2) to reduce 
the spread of the disease to others and (3) to reduce the inci- 
dence of reinfection. Only persons who had had recent exposure 
to dark-field-positive primary or secondary syphilis and who 
were found to be clinically and serologically negative were 
included in the study. Confirmation of the exposure was ascer- 
tained by cross interrogation of the source patients and of the 
person suspected. The exposed persons were formed as impar- 
tially as possible into two groups. One group was treated with 
the abortive method; the other was kept under observation as 
an untreated (control) group. Each person in the treated group 
received an injection of 900,000 units of penicillin calcium in 
oil and white wax U.S. P. in one buttock, one injection of 3 cc. 
of bismuth ethyl-camphorate in oil in the other buttock and one 
of 0.05 to 0.06 Gm. of oxophenarsine hydrochloride intraven- 
ously. One hundred and forty-eight persons exposed to syphilis 
were given the abortive treatment. Six of these persons had 
early syphilis later, but 3 had definite reinfections and the other 
3 were probably reinfected. Of 161 persons who had been in 
contact with syphilitic persons and who had not been given 
the abortive treatment (control group) early syphilis developed 
in 100, or 62.1 per cent. Thus almost two thirds of normal 
persons exposed to infectious early syphilis acquire early syphilis 
if untreated. Abortive treatment, as described, administered 
during the incubation stage affords almost 100 per cent pro- 
tection. The authors conclude that repeated observation without 
treatment is not sufficient in patients who have had contact with 
syphilis. 
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Treatment of Neurosyphilis.—Watson reports 15 patients 
treated with typhoid fever vaccine and penicillin and 17 
patients treated with malarial fever and penicillin. About four 
fifths of the patients in each group had dementia paralytica or 
the tabetic form of dementia paralytica, the remaining fifth 
having asymptomatic neurosyphilis, tabes dorsalis or meningo- 
vascular neurosyphilis. The author found that from the point of 
view of comfort to the patient and ease of administration, 
malarial fever therapy was far superior to vaccine fever therapy. 
In malarial fever therapy the percentage of patients who were 
improved was much greater, and the percentage who were worse 
was much less, than in vaccine fever therapy. There were 
fewer and less serious complications with therapeutic malaria 
than with vaccine fever therapy. There were no malarial 
relapses after the patient was treated with 3.2 Gm. of quinacrine 
hydrochloride over a six day period. In malarial fever therapy 
the laboratory tests found to be useful in judging the condition 
of the patient were the erythrocyte count and hemoglobin deter- 
mination. A laboratory test which would aid in evaluating 
the condition of a patient receiving vaccine fever therapy was 
not found. Crystalline penicillin sodium G, 20,000,000 units 
given over a period of twenty-five days, seemed to be of minimal 
or no benefit in cases of dementia paralytica and the tabetic 
form of dementia paralytica. There were no deaths with either 
form of fever therapy. 


Archives of Internal Medicine, Chicago 
82:217-320 (Sept.) 1948 

*Streptomycin: Report of Its Clinical Effects in 
Treated for Various Infections of Respiratory Tract. E. J. 
and T. T. White.—p. 217. 

*Bacteriologic and Immunologic Studies on Patients with Hemolytic 
Streptococcic Infections as Related to Rheumatic Fever. S. Roth- 
bard, R. F. Watson, H. F. Swift and Armine T. Wilson.—p. 229. 

Thymol Turbidity Test in Acute Infectious Diseases. K. Iversen and 
F. Raaschou.—p. 251. 

*Adrenal Cortex and Arterial Hypertension. 

Organisms Resistant to Penicillin Obtained from Patients. 
H. F. Dowling and J. A. Robinson.—p. 310. 
Streptomycin in Infections of the Respiratory Tract.— 

Pulaski and White treated 44 patients, 42 adults between the 
ages of 17 and 51 and 2 children aged 6 and 4 years, respectively, 
who had nontuberculous infections of the respiratory tract, with 
streptomycin. Six patients with pneumonia due to Klebsiella 
pneumoniae (Friedlander’s bacillus) were benefitted by courses 
of streptomycin treatment in which 0.25 to 0.4 Gm. of the drug 
was injected intramuscularly every three or four hours for 
periods of six to sixteen days. The degree of clearing of the 
lungs was proportionate to the duration of the infection. Two 
patients with pneumonia in which Hemophilus influenzae (Pfei- 
fer’s bacillus) was implicated responded rapidly to streptomycin. 
Results obtained in 3 cases of pulmonary tularemia confirmed 
the efficacy of this treatment in pleuropulmonary tularemia. In 
the management of coccic pneumonias, trial of streptomycin 
should be reserved for a final effort, to be made after penicillin 
or sulfonamide drugs have failed. In 2 children with pertussis 
and bronchopneumonia no dramatic alteration of the course of 
the disease attended streptomycin therapy. One patient treated 
with streptomycin and penicillin survived pneumonia with seven 
days of agranulocytosis. Streptomycin was of no value in the 
treatment of 1 patient with atypical pneumonia. One patient 
with blastomycosis, 1 with actinomycosis and 1 with moniliasis 
were treated with streptomycin. Sustained improvement and 
lasting remission were observed in the patient with blastomy- 
cosis. The patient with actinomycosis showed remission only 
while receiving treatment. No effect of the drug was noted in 
the patient with moniliasis. Streptomycin was of no value m 
the treatment of 6 patients with chronic bronchitis. Three 
patients with asthma accompanying chronic infection of the 
upper part of the respiratory tract, 2 patients with Hodgkin's 
disease, 7 patients with pulmonary sarcoidosis and 6 patients 
with other conditions of unknown cause were not infl 

by streptomycin. 

Hemolytic Streptococcic Infections.—Rothbard and his 
co-workers studied the antibody responses of 153 patients, 
male and 25 female subjects, with 169 definite hemolytic strepto 
coccic infections of the upper part of the respiratory tract. 
Fifty-four different infections were experienced by 39 patients 
known to have had one or more attacks of rheumatic fever 


Forty-Four Patients 
Pulaski 


N. Sapeika.—p. 263. 
H. L. Hirsh, 
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previously, and 115 infections occurred among 114 nonrheumatic 
persons. Among the 39 known rheumatic persons there were 
17 recurrences of rheumatic fever. Rheumatic fever developed 
in 21 of the 114 previously nonrheumatic persons. Group A 
streptococci caused 162 of these infections, group C caused 6 
and group G caused 1. Rheumatic manifestations followed only 
those infections of the upper part of the respiratory tract which 
were due to group A hemolytic streptococci. Among these no 
special serologic type of Streptococcus was found associated 
either with rheumatic fever or with purulent complications of 
the original infections. None of the 7 infections due to strepto- 
cocci of groups C and G led to rheumatic sequelae, although 5 of 
these occurred in patients who had previously had rheumatic 
fever. Determinations of antistreptolysin O and antifibrinolysin 
were done weekly for all patients; 71 patients were tested for 
type-specific bacteriostatic antibodies and precipitins against type- 
specific M, group-specific C and streptococcic nucleoprotein. 
\ntistreptolysin O, antifibrinolysin, anti-M precipitins and type- 
specific bacteriostatic antibodies developed more frequently in 
rheumatic patients than in nonrheumatic ones. In the rheu- 
matic group the maximal responses of antistreptolysin O and 
the type-specific bacteriostatic antibody were delayed about two 
weeks as compared to those in patients with purulent compli- 
cations or who made uneventful recoveries. When the average 
weekly bacteriostatic antibody responses of the rheumatic and 
nonrheumatic groups were reviewed, the former had an average 
lower response than the latter during each of the second to the 
fifth week. At present no single pattern of antibody response 
can be used to diagnose the existence of rheumatic fever. 


Adrenal Cortex and Hypertension.—Sapeika regards 
hypertensive vascular disease as nonrenal in origin. An attempt 
has been made to show that the adrenal cortex plays a major 
part in arterial hypertension, and much experimental and clin- 
ical data have been submitted. While there is much evidence 
for this point of view, final proof must still be awaited. 


Archives of Otolaryngology, Chicago 
49:1-128 (Jan.) 1949 


*Méniére’s Symptom Complex: Its Relation to Chemistry; Etiologic 
Study. G. Selfridge.—p. 1. 

Foreign Bodies of External Auditory Canal Causing Otitis Media. 
K. M. Simonton.—p. 16. 

Lempert Endaural Subcortical Mastoidotympanectomy for Cure of 
Chronic Persistent Suppurative Otitis Media. J. Lempert.—p. 20. 

Round Window Membrane of Cochlea: Experiments Demonstrating 
Its Physical Responses. H. G. Kobrak.—p. 36. 

Effects of Allergy on Ethmoid Sinuses. H. P. Schenck.—p. 48. 

Anesthesiology and Otolaryngology. S. Rochberg.—p. 53. 

Effect of Differential Mobility of Windows of Cochlea on Mechanism 

, of Hearing. J. A. Sullivan and W. E. Hodges.—p. 63. 

Local Streptomycin Therapy for Suppurative Otitis: Bacteriologic and 
— Observations. H. W. Harris, L. Kilham and M. Finland. 
—p. 69. 

Annoying Postoperative Problems in Otorhinologic Plastic Surgery. 
F. Turchik.—p. 78. 


Tumors of Nose and Throat. G. B. New and E. L. Foss.—p. 86. 


Méniére’s Symptom Complex.—Selfridge says that the 
cause of Méniére’s disease has been variously ascribed to dis- 
\urbances of endocrine glands; infection; syphilis; low and high 
blood pressure; disturbances of the metabolism of salt, potas- 
sum, magnesium, iodine and calcium; deficiencies of certain 
vitamins (those responsible for spasm of blood vessels, as defi- 
ciency of thiamine, nicotinic acid or choline compounds) ; 
allergy; creatine-creatinine metabolism and the action of the 
nondecarboxylated fraction of histidine-histamine. Selfridge 
relates the disease to disturbances in nutrition and thus to body 
chemistry, He is convinced that deafness, including Méniére’s 
tisease, is not caused by any one thing but is related to all the 
lactors involved in growth, i. e., endocrine products, electrolytes, 
amino acids and vitamins. He lists the principal treatments that 
have been advocated for Méniére’s disease as follows: (1) sur- 
gical section of the labyrinthine branch of the eighth nerve; (2) 
treatment related to the metabolism of salt and water ; (3) treat- 
ment related to the metabolism of potassium; (4) treatment 
related to the use of certain vitamins, especially thiamine and 
uicotinic acid, nicotinic acid alone, and a member of the group of 
choline compounds, and (5) treatment related to the use of hista- 
mine. A review of the recent literature gives the impression that 

* most favorable results have followed the use of several of the 

s. Apparently surgical intervention has lost its popu- 
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larity since the use of electrolytes, vitamins or endocrine sub- 
stances began. Since vitamins and endocrine substances are so 
closely allied, as shown by their chemical formulas, it does not 
seem improbable that Méniére’s disease is a chemical problem 
requiring further study and that it is related to nutritional and 
environmental factors. 


Local Streptomycin Therapy for Suppurative Otitis.— 
Harris and his co-workers -attempted to determine whether the 
development of resistance to streptomycin could be avoided by 
the local use of the antibiotic in high concentration. Bacterio- 
logic and clinical observations were made on 27 ears with sup- 
purative otitis receiving treatment with local instillations of 
streptomycin solutions. Clinical improvement occurred in about 
half these ears. Drainage stopped during the treatment and did 
not recur during a follow-up period of one to six months. 
Strains of organisms previously susceptible to streptomycin 
became resistant during the treatment in a large proportion of 
the cases, in spite of the fact that the concentration of the 
streptomycin instilled was at least twenty times as great as 
the minimum concentration required to inhibit the organisms 
isolated before treatment was started. The highly favorable 
results in some of the cases in which the condition had failed to 
improve with other forms of therapy suggest that local strepto- 
mycin therapy may be useful in suppurative otitis with organ- 
isms susceptible to streptomycin. Certain modifications which 
may enhance the efficacy of the therapy are suggested. 


Canadian J. of Research. Medical Sciences, Ottawa 
27:1-58 (Feb.) 1949 


Factors Relating to Quantitative Estimation of Low Levels of Diph- 
theria Antitoxin by Rabbit Skin Tests. L. Greenberg and J. Gibbard. 
—p. 1. 

Diagnostic Use of Tetraethylammonium Chloride (Etamon) in Occlusive 
Arterial Disease of Extremities. J. Farr and J. Doupe.—p. 4. 

Plasma Magnesium in Disorders of Thyroid Gland. J. B. R. Cosgrove 
and W. F. Perry.—p. 10. 

Effect of Il! Health on Excretion of 17-Ketosteroids. W. F. Perry. 
—p. 14. 

Preservation of Acetylcholine in Human Cerebrospinal Fluid: Simple 
Method for Clinical Use. D. B. Tower.—p. 20. 

Relationship Between Serum Alkaline Phosphatase and Dietary Essen- 
tial Amino Acids. J. Tuba, M. M. Cantor and A. G. Richards. 
—p. 25. 

Preparation of Isinglass Solutions Suitable for Transfusion Purposes. 

D. Bett.—p. 31. 

*Protection by Killed Vole Bacillus Vaccine Against Experimental 
Tuberculosis in Guinea Pigs. J. C. Paterson, D. W. Crombie and 
J. C. Coles.—p. 37. 

Mucopolysaccharides of Human Skin. R. H. Pearce and E. M. Watson. 
—p. 43. 


Vole Bacillus Vaccine in Experimental Tuberculosis.— 
A vaccine made from vole bacilli killed by ultraviolet rays has 
been shown by Paterson and his co-workers to confer a sig- 
nificant degree of protection against experimental tuberculosis 
in guinea pigs. The degree of protection was comparable to 
that obtained from BCG. 


Diseases of Chest, Chicago 
15:255-376 (March) 1949 


*Comparative Study of Sulfadiazine, Penicillin, and Penicillin Combined 
with Sulfadiazine in Treatment of Lobar Pneumonia. I. F. Volini, 
J. R. Hughes and J. R. Peffer.—p. 255. 

Chronic Nontuberculous Pulmonary Infections and Their Sequelae. 
A. E. Greer.—p. 270. 

Measurement of Function of Lungs. G. G. Ornstein.—p. 280. 

Comments on Bacterial Resistance to Streptomycin. A. Shamaskin. 
—p. 303. 

Extrapleural Pneumothorax. L. L. Friedman, L. O. Davenport and 
J. C. Bohorfoush.—p. 306. 

Relationship of Pleural Fluid Sugar to Pulmonary Tuberculosis. S. M. 
Gelenger and R. F. Wiggers.—p. 325. 

Tuberculosis in Children. S. L. Painter.—p. 329. 

Pathologic Aspects of Atypical Pneumonias (Interstitial Pneumonitis). 
W. A. D. Anderson.—p. 337. 

Routine Fluororoentgen Chest Examinations of Hospital Admissions 
from Viewpoint of Radiologist. A. Melamed and A. Fidler.—p. 346. 

Combined Use of Streptomycin and Pneumoperitoneum in Treatment 
of Pulmonary Tuberculosis. S. H. Hoffman and G. A. Hyman. 
—p. 354. 

Propagating Pulmonary Artery Thrombosis (Specific Syndrome). W. J. 
Bryson.—p. 366. 


Comparison of Penicillin and Sulfadiazine in Lobar 
Pneumonia.—Volini and his associates report on a study at 
the Cook County Hospital in Chicago undertaken to compare 
the efficiency of orally and parenterally administered penicillin 
in pneumonia as contrasted with that of sulfadiazine and sulfa- 
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diazine combined with intramuscularly administered penicillin. 
Two hundred and thirty-nine patients were divided into 4 
groups. Group I included 90 patients treated with sulfadiazine ; 
group II, 54 patients treated with crystalline penicillin intramus- 
cularly; group III, 48 patients treated with penicillin orally, 
and group IV, 47 patients treated with combined penicillin and 
sulfadiazine. The comparison demonstrates that penicillin is 
much superior to sulfadiazine in the treatment of pneumococcic 
pneumonia. In the group in which sulfadiazine was given in 
addition to penicillin, there was a delayed clinical response, a 
greater incidence of complications and a higher mortality rate. 
Thus the clinical use of sulfadiazine with penicillin indicates a 
possible antagonistic action in vivo rather th:n a synergistic 
effect. There is little justification for the combined administra- 
tion of the sulfonamide drugs and penicillin in pneumonia. 
Penicillin alone will accomplish the desired goal if this is 
attainable. There are few patients with pneumonia who can- 
not be treated with penicillin; they may requ‘re treatment with 
sulfonamide drugs. 


Experimental Medicine and Surgery, Brooklyn 
7:1-72 (Feb.) 1949. Partial Index 


New Applications of Chest Lead Diagrams and Circumferential Leads 
in Clinical Cardiology. B. Kisch.—p. 1. 

Three-Phase Effect of Nicotine on Isolated Auricle: Its Reproduction 
by Means of Other Autonomic Drugs. S. Holz.—p. 10. 

Studies on Alcohol Soluble Fungistatic and Fungicidal Compounds: 
IV. Treatment of Dermatophytosis Pedis with 8-Hydroxyquinoline. 
K. A. Oster and M. J. Golden.—p. 237. 

Antibody Responses to Antigens in Oil. 
Martin.—p. 46. 


Journal of Allergy, St. Louis 
20:87-158 (March) 1949 


Reactions to Antipneumococcal Rabbit Serum. XI. Neutralization of 
Circulating Polysaccharide by Serial Small Increments of Specific 
An.iserum Without Producing Reversed Passive Anaphylaxis. XII. 
Neutralization of Polysaccharide Prevents Acute Anaphylaxis from 
Normally Shocking Doses of Antiserum. XIII. Reinjection of Excess 
of Polysaccharide Resensitizes Guinea Pigs to Normally Shocking 
Doses of Antiserum. O. Swineford Jr., D. T. Faulkner and Jean 
Foster.—p. 87. 

Id. XIV. Two cases of Mild Reversed Passive Anaphylaxis. O. 
Swineford Jr.—p. 93. 

Comparative Study of Action of Various Sympathomimetic Amine 
Aerosols in Counteracting Dyspnea and Bronchospasm Induced by 
Histamine and by Acetyl-Beta-Methylcholine. M. S. Segal, J. F. 
Beakey, E. Bresnick and L. Levinson.—p. 97. 

Clinical and Experimental Studies with Orthoxine, in Treatment of 
Bronchial Asthma. J. J. Curry, J. E. Fuchs and S. E, Leard.—p. 104. 

Inhalation of 1-(3',4’-Dihydroxyphenyl])-2-Isopropylaminoethanol (Noriso- 
drine Sulfate Dust). L. R. Krasno, M. I. Grossman and A. C. Ivy. 
—p. 111. 

Collagen Disease: Its Relation to Hypersensitiveness. 
—p. 116. 

*Determination of Specificity of Histoplasmin and Coccidioidin as Tested 
on 356 Aleuts of Pribilof Islands. R. L. Sexton, J. R. Ewan and 
R. C. Payne.—p. 133. 

*Eosinophilic Pleural Effusion and Pericarditis with Effusion in Allergic 
Subject: (Report of Case Treated with Pyribenzamine). N. Zivitz 
and J. A. Oshlag.—p. 136. 

Nail Dystrophy Due to Plastic Undercoat for Holding Nail Lacquers. 
A. G, Franks.—p. 144, 


Specificity of Histoplasmin and Coccidioidin.—Sexton 
and his co-workers tested 356 natives inhabiting the Pribilof 
Islands in the Bering Sea, regarded as a branch of Eskimos 
who migrated from Alaska to the Pribilof Islands, with tuber- 
culin, coccidioidin and histoplasmin. Eighteen white personnel 
who had for the most part inhabited the southwestern or Pacific 
Coast states or areas in which coccidioidomycosis prevails were 
used as controls. Severe reactions were noted in the natives 
after injection of the tuberculin solution. The death rate for 
tuberculosis in Alaska is probably the highest in the world. 
No native showed a reaction to coccidioidin, and only 1 native 
reacted to histoplasmin. Of the 18 white personnel, 3 reacted 
to coccidioidin and none to histoplasmin. This large series of 
tests indicates the consistency of negative reactions in persons 
who have not come in contact with the disease. The authors 
recognize the fact that histoplasmin must be tested further in 
patients known to have had or to have come in contact with 
the disease to establish the specificity in question. 

Eosinophilic Pleural Effusion.—Zivitz and Oshlag report 
a case of pleurisy and pericarditis in a hypersensitive woman, 
aged 49, who had been treated for asthma with potassium iodide 
for five years before her admission to the hospital. The sig- 
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nicant features were the onset with cardiac arrhythmia, pney. 
monitis followed by pleurisy with effusion, pericarditis with 
effusion, 80 per cent eosinophils in the pleural fluid, failure of 
reaction to penicillin and streptomycin and absence of viral 
causation. Recovery followed the administration of 200 to 309 
mg. of tripelennamine hydrochloride (pyribenzamine®) in foyr 
doses daily for two weeks. It is not known whether the 
recovery was spontaneous or resulted from the use of this anti- 
histamine drug. According to the authors this is the first 
attempt made with apparent success to utilize the antihistamine 
drugs in treatment of such a case. Even without positive 
nathologic observations or the reproduction of the clinicai pic- 
ture by a specific agent, this case illustrates the hyperergic 
causation of cardiovascular disease. In the absence of death 
with postmortem studies or in cases of localized arteritis involy- 
ing organs not readily accessible for biopsy, histologic proof 
is impossible and reliance must be placed on clinical evaluation, 
Pyribenzamine® therapy did not control the allergic rhinitis 
and asthma, which reappeared within twenty-four hours after 
the patient’s discharge from the hospital. 


Journal of Experimental Medicine, New York 
89:269-368 (March) 1949 


Induction of Metastasis of Frog Carcinoma by Increase of Environ- 
mental Temperature. B. Lucké and H. Schlumberger.—p. 269. 

One-Step Growth Curves of Various Strains of Influenza A and B 
Viruses and Their Inhibition by Inactivated Virus of Homologous 
Type. W. Henle and Evelyn B. Rosenberg.—p. 279. 

Observations on Pregnant Rat Injected with Nephrotoxic Rabbit Anti- 
Rat Placenta Serum and Desoxycorticosterone Acetate. Emily N. 
Loeb, Abbie I. Knowlton, H. C. Stoerk and Beatrice C. Seegal. 
—p. 287. 

Quantitative Studies on Total Plasmin and Trypsin Inhibitor of Human 
Blood Serum: I. Methods for Titration of Total Plasmin and of 
Trypsin Inhibitor, E. W. Todd.—p. 295. 

Id.: II. Variations in Blood Concentration of Total Plasmin and of 
Trypsin Inhibitor in Streptococcal Diseases with Special Reference to 
Rheumatic Fever. E. W. Todd.—p. 309. 

Specific Antigens of Variants of Shigella Sonnei. E. G. Baker, W. F. 
Goebel and E. Perlman.—p. 325. 

Dietary Effects on Anemia Plus Hypoproteinemia in Dogs: I. Some 
Proteins Further Production of Hemoglobin and Others Plasma Pro 
tein Production. F. S. Robscheit-Robbins and G. H. Whipple.—p. 339. 

Id.: II. Findings with Milk Products, Wheat, and Peanut Flours as 
Compared with Liver. F. S. Robscheit-Robbins and G. H. Whipple. 
—p. 359. 


Journal of Nervous and Mental Disease, New York 
109:95-200 (Feb.) 1949 


Intensive Electroplexy. M. Valentine.—p. 95. 

*Pathogenesis of Progressive Cephalothoracic 
raquer’s Disease). L. Barraquer Ferré.—p. 113. - 

Psychiatric and Social Implications of Contrasts Between Psychopathic 
Personality and Obsessive Compulsion Neurosis. J. J. Michaels and 
R. T. Porter.—p. 122. 

Combined Treatment of Symptomatic Paresis with Penicillin and Fever 
Produced by Continuous Intravenous Typhoid Vaccine. V. P. 
Mahoney and S. Hammerman.—p. 133. , 

Convulsive Therapies: Review of 511 Cases at Pontiac State Hospital. 
P. A. Martin.—p. 142. 

Wechsler-Bellevue Scale and Substitution Test as Aids in Neuropsy- 
chiatric Diagnosis. Louise R. Hewson.—p. 158. 
Cephalothoracic Lipodystrophy.—<According to Barraquer 

Ferré progressive cephalothoracic lipodystrophy, which was first 

described by Barraquer Roviralta in 1906, is characterized by 

loss of fat tissue of the face, arms and trunk, in contrast with 
the normal or pathologic accumulation of fat tissue m the 
lower half of the body, especially on the buttocks. Progressive 
lipodystrophy is found much more frequently in female than 
in male subjects. The 10 patients observed by him were all 

female. He is of the opinion that the condition is caused by 4 

central diencephalic disturbance of fat regulation. The fact that 

among his cases cephalothoracic lipodystrophy occurred in three 
generations has strengthened his conviction that, in its idiopathic 
form, the disease is due to hypothalamic heredodegeneration 

In addition to the idiopathic, there is a symptomatic form, 

which may be caused by various processes, i. ¢., nervous 

hormonal, metabolic or encephalitic. In either form the hype 
thalamic lesion creates a release and subsequent ia bis 
dis- 


Lipodystrophy (Bar 


of the cervicodorsal sympathetic ganglions. Wartenberg, | 
study on progressive facial hemiatrophy, assumes that this @ 
ease is caused either by heredodegeneration or other pathologt 
processes in the highest trophic centers, with release of lower 
centers, and this view reinforces the author’s own with 

to cephalothoracic lipodystrophy. 
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Journal of Nutrition, Philadelphia 
37:163-302 (Feb.) 1949. Partial Index 


Protein Requirements of College Women on High Cereal Diets with 
Observations on Adequacy of Short Balance Periods. Mildred L. 
Bricker, Ruth F. Shively, Janice M. Smith and others.—p. 163. 

New Vitamin A Reference Standard and Its Use in Evaluating Vitamin 
A Potency of Fish Oils. H. A. Ellenberger, N. B. Guerrant and 
M. E. Chilcote.—p. 185. : 

Comparison on Ascorbic Acid Content of Plasma and of Whole Blood 
as Criterial of Nutritional Status. Martha E. Hollinger and Rita 
Belle Attaya.—p. 203. 

Pantothenic Acid and Conjugation Reactions in Vivo: I. Effect of 
Pantothenic Acid and Thiamine Deficiencies on Ability of Rat to 


Acetylate Sulfanilamide. M. E, Shils, H. M. Seligman and ia oe 
Goldwater.—p. 227. sae 
Effect of Level of Dietary Calcium and Magnesium on Digestibility of 


Fatty Acids, Simple Triglycerides, and Some Natural and Hydro- 
genated Fats. Amber L. S. Cheng, Margaret G. Morehouse and 
H. J. Deuel Jr.—p. 237. 

Importance of Bulk in Nutrition of Guinea Pig. A. N. Booth, C. A. 
Elvehjem and E. B, Hart.—p. 263. 

Further Experiments on Relation of Fat to Economy of Food Utiliza- 
tion. A. Black, C. E. French and R. W. Swift.—p. 275. 


Journal of Urology, Baltimore 


61:159-472 (Feb.) 1949. Partial Index 
Resection of Twelfth Rib in Surgical Approach to Renal Fossa. F. A. 
Hughes.—p. 159. 
Management of Acute Nonobstructive Renal Insufficiency. H. E. Leiter, 
I. G. Kroop, A. Fishman and A. Hyman.—p. 163. 
Addisonian Crisis Precipitated by Nephrectomy. J. J. Kristan.—p. 178. 
Sulfathiazole Anuria Cured by Means of Intravenous Procaine Treat- 
ment. N. P. Friis.—p. 184. 
Unilatera! Multiple Cysts of Kidney. C. P. Howze and J. H. Hill. 
—p. 1s’. 
Branched Renal Calculi. J. T. Priestley and J. H. Dunn.—p. 194. 
*Treatment of Ureteral Colic and Ureteral Calculus by Thoracolumbar 
Sympathetic Block: Preliminary Report. J. T. MacLean, J. J. 
Carroll and H. B. Graves.—p. 204, 
Clinical Interpretation of Pyelo-Ureteral Dilatation of Pregnancy Based 
upon Fxperimental Studies. R. H. Jenkins and G. van Wagenen. 


Shae f Pelvic Urinary Tract in Female: Preliminary Report. 
L. Kindall and T. T. Nickels.—p. 222. 

Normal and Abnormal Micturition: Study of Bladder Behavior by 
Means of Fluoroscope. S. R. Mueliner and F. G. Fleischner.—p. 233. 

Transurethral Resection for Neurogenic Vesical Dysfunction in Cases 


of Diabetic Neuropathy. J. L. Emmett, R. V. Daut and R. G. 


Sprague.—p. 244. 

Bacteriolovical Study of Urine from Paraplegic Patients. S. E. Owen 
and E. P. Finch.—p. 258. 

Report on Sexual Function in Paraplegics. H. S. Talbot.—p. 265. 
Rupture of Urinary Bladder and Prostatic Urethra. H. T. Beacham. 


Radical Perineal Prostatectomy for Cancer of Prostate: Analysis of 

190 Cases. H. J. Jewett.—p. 277. 

"Correlation of Clinical Experience and Heterologous Growth of Human 

Prostatic Cancer. C. L. Deming.—p. 281. 

“Interstitial Cystitis: Report of 223 Cases (204 Women and 19 Men). 

J. R. Hand.—p. 291. 

Thoracolumbar Sympathetic Block in Ureteral Colic 
and Calculus.—MacLean and his co-workers report 15 cases 
in which they resorted to this form of treatment. Their technic 
of blocking the sympathetic chain is that described by Labat 
with a few modifications of their own. Thirteen of the 15 
patients, who had a colic at the time of the administration of 
the sympathetic block, obtained complete relief of the colicky 
pain within a few minutes after the local injection of 2 per cent 
procaine into the thoracolumbar sympathetic chain on the 
affected side. Of the 15 patients who had a stone, 8 passed the 
calculus spontaneously, and 1 was obtained with the stone 
basket. Of these, 4 had previously undergone unsuccessful 
mstrumentation. In cases of ureteral calculus in which the 
calculus is considered to be of a sufficiently small size to pass 
down the ureter, it is thought that sympathetic block may 
facilitate the passage of the calculus. A sympathetic block 

hot commit one as to what the future treatment shall be in 
any given case. Many of the private patients have been treated 
® an ambulatory basis. The sympathetic block is performed 
at the hospital in the morning, and then the patient goes home. 

Correlation of Clinical Aspects and Heterologous 

in Prostatic Cancer.—Deming shows that hetero- 
transplants of human prostatic cancer into guinea pigs 

the same characteristics as are seen clinically. Appar- 
ently testicular androgen is necessary to initiate the growth of 
cancer. Prostatic cancer shows great variation in 
"sponse to the female hormone. Removal of testicular andro- 
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gen cannot be depended on to control prostatic cancer. Pros- 
tatic cancer in the clinical or heterologous form becomes 
tolerant of estrogen after varying periods of growth. This 
suggests that the greatest effect from its use may be expected 
by greater hormonal imbalance applied early in the disease. 
The author feels that hormonal therapy must be more efficiently 
applied or it must be implemented by another agent which will 
completely control the growth of cancer of the human prostate. 
There is little evidence that the control of cancer of the prostate 
has been improved by hormonal therapy. 


Interstitial Cystitis —Hand stresses the considerable num- 
ber of patients with interstitial cystitis who have had con- 
current gallbladder disease, motor bowel disturbance, allergies 
of various kinds and multiple pelvic operations. This study was 
undertaken to determine the incidence of these and other disease 
processes associated with interstitial cystitis. He presents an 
analysis of 223 cases (204 women and 19 men). The three 
arbitrary grades for evaluation of the lesions were established 
on the basis of the degree of bladder involvement. Thus, 138 
women and 15 men had minimal, or grade 1, lesions; 37 women 
and 4 men had active, or grade 2, lesions, and 29 women had 
far advanced, or grade 3, lesions. There was no difference in 
the character of the disease in the two sexes, except that in 
none of the men did the lesions reach the far advanced stage 
of grade 3. Most of the minimal lesions were found in the 
trigone-base area, whereas the greatest number of advanced 
lesions either involved the whole of the bladder or were confined 
to the dome. One patient with interstitial cystitis had a coexist- 
ing carcinoma of the bladder. Ten other cases are cited from 
the literature. There was a higher incidence of allergies, gall- 
bladder disease, cystoceles, pelvic operations and some types of 
foci among the patients with interstitial cystitis than among 
those in a group selected for comparative study. Treatment 
of the patients with interstitial cystitis was both general and 
local. Because of the high incidence of castrates among the 
women with interstitial cystitis (36 as against 14 in the control 
group), there is need for adequate management of the endocrine 
factor. Two women had ureteral transplantations for relief 
of intractable pain. One of these women also had a cystectomy. 
Microsections of the extirpated bladder showed capillary dila- 
tation together with thickening of the arterioles, dilatation of 
the venous structures and compression of the lymph channels. 
The most significant observation was nerve involvement, as 
evidenced by edema and extensive leukocytic infiltration about 
and within the nerve sheaths. This microscopic evidence of 
nerve tissue involvement as well as some clinical observations 
suggest that a neurogenic factor is responsible for the beginning 
and the continuation of interstitial cystitis. 


New England Journal of Medicine, Boston 
240:319-356 (March 3) 1949 


*Treatment of Hypertensive Cerebrovascular Disease by Splanchnicec- 
tomy. M. M. Peet and E. M. Isberg.—p. 319. 

Public Financing of Medical Education, Research, Health and Medical 
Care. A. M. Butler.—p. 324. 

Sarcoidosis in Identical Twins. J. F. Sherer Jr. and R. T. Kelley. 


—p. 328. 
Vitamin E in Treatment of Angina Pectoris. I. S. Ravin and K. H. 


Katz.—p. 331. 

Monorchism: Report of 2 Cases. 

H. F. O’Donnell.—p. 334. 
Dermatology. J. G. Downing.—p. 336. 

Malignant Lymphoma, Hodgkin’s-Sarcoma Type of Stomach.—p. 344. 
Neurofibrosarcoma of Stomach with Metastases to Liver and Perfora- 

tion into Abdominal Cavity.—p. 347. 

Splanchnicectomy in Cerebrovascular Disease. — Peet 
and Isberg say that during the ten years 1933 to 1943 more 
than 1,000 hypertensive patients were treated by splanchnicec- 
tomy at the University of Michigan Hospital. They cite 135 
of these, who had previously sustained a cerebrovascular acci- 
dent in which neurologic signs persisted for at least seventy-two 
hours. The five year survival rate for the series (in which 
male patients predominate) was 67.3 per cent, and the ten year 
survival rate was 40.5 per cent. The female patients had better 
survival rates than the male. Survival in hypertensive cere- 
brovascular disease is adversely influenced by the presence of 
retinal hemorrhages, high diastolic blood pressure and heart 
disease, coincidence of impaired renal function, advancing age 
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of the patient and an interval of longer than two years between 
the stroke and the splanchnicectomy. Fourteen patients who 
had previous hypertensive cerebral accidents had normal blood 
pressure levels five to eleven years after operation. Approxi- 
mately a third of the patients had a recurrence of cerebro- 
vascular accident subsequent to neurosurgical treatment, and 
50 per cent of the deaths were caused by such recurrences. 
The authors feel that as yet no definite statement can be made 
whether the surgical procedure of splanchnicectomy has bene- 
ficially altered the course and prolonged the lives of patients 
with hypertensive cerebrovascular disease. No control group is 
available for a proper comparison. 


New Jersey Medical Society Journal, Trenton 
46:105-160 (March) 1949 
Preventable Factors in Maternal Mortality. R. A. MacKenzie.—p. 106. 
Non-Icteric Hepatitis: Report of Sporadically Occurring Cases Simulat- 
ing Intestinal Grippe. H. E. Nussbaum and E. N. Comando. 
p. 114 , 
Co-Existent Gastro-Intestinal Benign and Carcinomatosis Lesions. F. A. 
Marshall.—p. 117. 
Carcinoma ot Thyroid. E. V. Parsonnet.—p. 119. 
Oral Estrogen Therapy in Menopausal Syndrome. A. J. Barbano. 
p. 122. 
Interrelation of Pediatrics and Orthodontia. W. M. Dunlap.—p. 124. 
Estrogenic Treatment of Acne Vulgaris: Preliminary Report. I. 
Shapiro.—p. 128 
Therapeutic Test: Neglected Diagnostic Tool. S. Friedenberg.—p. 130. 
Broncholithiasis: Report of Case Simulating Bronchogenic Malignancy. 
A. Welkind and H. A. Brodkin.—p. 133. 


Psychiatric Quarterly, Utica, N. Y. 
22:587-796 (Oct.) 1948. Partial Index 


Father Time Analysis of Subjective Conceptions of Time. A. M. 
Meerloo.—p. 587 
Subcoma Insulin Therapy: Analysis of 300 Cases 
Pp 609 
Psychodrama Combined with Insulin in Treatment of 
J. L. Moreno and M. Schwartz.—p: 620. 
Clinical Psychology in State Hospital ( 
Pp 641 
Psychologic Function of 
sonality of Schizophrenic. L. Diiss.—p. 646 
Hospital Trends I. I. Weiss.—p. 667 


P. J. Tomlinson. 
Psychoses. 
Landis and Elaine Kinder. 
Reconstruction of Per- 


Proper Name in 


Neurosyphilis: 


Various Uses of Recorded Interview in Psychotherapy. H. Freed. 
=p. 685. 
Psychodynamic Factors in Narcolepsy and Cataplexy A. Coodley. 
Pp 696 
Folie A Deux: Case of Familial Psychosis. A. T. Kibzey.—p. 718. 
Use of Histamine in Preparing Patients for Psychotherapy. E. O. 
Niver p. 729 


Public Health Reports, Washington, D. C. 
64:229-258 (Feb. 25) 1949 
Murine Typhus Fever in Louisville, Kentucky. N. E. Good and 
E. Kotcher p. 229. 
Twenty-Five Year Survival of Pasteurella Pestis Culture Without 
Transfer. E. Francis.—p. 238 


64: 259-302 (March 4) 1949 

Tuberculosis Studies in Muscogee County, Georgia: I. Community- 
Wide Tuberculosis Research. G. W. Comstock.—p. 259. 

Id.: II. X-Ray Findings in Community-Wide Survey and Its Cover- 
age as Determined by Population Census. M. H. Burke, H. C. 
Schenck and J. A. Thrash.—p. 263. 

Comparison Between Histoplasmin and _ Blastomycin 
Agglutination Technic. S. Saslaw and Charlotte C. 


—p. 290. 
64: 303-330 (March 11) 1949 
How National Mental Health Act Works. J. V. Lowry.—p. 303. 


by Collodion 
>. Campbell. 


Prevalence of Antibiotic-Producing Coliform Organisms: Further 
Studies. S. P. Halbert and M. Gravatt.—p. 313. 
Effect of Smallpox Vaccination on Outcome of Pregnancy. Marjorie 


T. Bellows, Mary E. Hyman and Katharine K. Merritt.—p. 319. 


South Dakota Journal of Medicine, Sioux Falls 
2:1-38 (Jan.) 1949 
Carcinoma of Thyroid Gland. A. S. Jackson.—p. 2. 
Eradication of Tuberculosis—Your Responsibility. J. A. Myers.—p. 7. 
Pre- and Postoperative Care of Patient with Malignancy. C. G. 
Johnston and H. M. Smathers.—p. 15. 


2:39-74 (Feb.) 1949 
Progress in Treatment of Carcinoma of Stomach and Esophagus. 
K. A. Meyer and D. D. Kozoll.—p. 39. 
Eighteen Months’ Experience with Pentothal-Curare Solutions. 
Baird.—p. 48. 
Radiologic Treatment of Carcinoma of Uterine Cervix and Fundus. 
R. E. Fricke.—p. 52. 
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_An asterisk (*) before a title indicates that the article is abstracted, 
Single case reports and trials of new drugs are usually omitted. 


British Journal of Dermatology and Syphilis, London 
61:41-76 (Feb.) 1949 


Observations on Structure and Formation of Bullae.—I. G. H. Percival 
and P. W. Hannay.—p. 41. 

Droplet Culture Method for Fungus Isolation, and Staining Method 
for Diagnosis of Epidermophytosis. J. Curry.—p. ’ 

Pruritus Hiemalis: Review of Literature and Case Report with New 
Observations. P. Arnold.—p. 59. 


British Medical Journal, London 
1:379-422 (March 5) 1949 


John Hunter the Observer. H. S. Souttar.—p. 379. 
Hematemesis with Special Reference to Chronic Peptic Ulcer. D, ¢ 

Lewin and S. Truelove.—p. 383. 
Punch Prostatectomy. H. T. Cox.—p. 386. 
Osteitis Fibrosa Disseminata. D. J. MacRae.—p. 389. 
Occupational Diseases of Lens and Retina. J. Minton.—p, 392. 
Frequency of Penicillin-Resistant Staphylococci. A. Voureka and W. H. 

Hughes.—p. 395. 

Lancet, London 
1:333-380 (Feb. 26) 1949 


Physiology, Science, and Medicine. W. H. Newton.—p. 333 

Megalocytic Anemias. J. F. Wilkinson.—p. 336. 

Effect of Analgesics on Respiratory Response to Carbon Dioxide in 
Man. F. Prescott, Shila G. Ransom, R. H. Thorp and A. Wilson, 
~p. 340. 

Urinary Schistosomiasis Treated with Miracil D. D. M. Blair, F. G. 
Loveridge, C. V. Meeser and W. F. Ross.—p. 344. 
In-Vitro Test of Toxin-Producing Capacity of Cory: 

Diphtheria. O. Ouchterlony.—p. 346. 

Estimation of p-Aminosalicylic Acid in Blood and Urine H. G. 

Dickenson and W. Kelly.—p. 349. 


hacterium 


Medical Journal of Australia, Sydney 
1:113-152 (Jan. 29) 1949 
Observations on Cardiac Output and Its Measurement, with Description 
of Modified Carbon Dioxide Method. M. J. Morrissey and A. Jean 

Palmer.—p. 113. 

Surgical Treatment of Urinary Infections. A. Carrodus.—p. 118. 
Observations on Effect of High Fat Diet in Alloxan Diabetic Rats. 

J. Bornstein and J. F. Nelson.—p. 121. 

*Deafness Following Maternal Rubella. N. E. Murray.—p. 126. 

Over-Emphasis on Psychiatric Symptoms. S. J. Minogue.—p. 130. 

Problems Concerning Etiology of Rheumatic Fever. S. D. Rubbo. 
» 133. 

“Hemagglutination Test for Diagnosis of Influenzal Meningitis. M. F. 

Warburton, E. V. Keogh and S. W. Williams.—p. 135 
a Steatorrhea Due to Defect of Pancreas. Margaret Harper. 

—p. 137. 

Deafness Following Maternal Rubella.—Murray dis- 
cusses methods of estimating the hearing loss of preschool 
children whose deafness is due to maternal rubella. Reasons 
are given favoring the desirability of obtaining pure tone 
measurements. The author describes psychometric methods 
of obtaining the pure tone audiograms, initially by general 
visual and auditory cues which are later reduced to a single 
auditory pure tone response. Audiometric measurement was 
considered as giving the most reliable data with regard to the 
time and certainty of occurrence of maternal rubella in 105 
out of approximately 350 cases. Measurements in these 105 
cases (210 ears) show that the probability of hearing loss is 
greatest when maternal rubella occurs at about six weeks or 
three months of pregnancy, corresponding to the development 
of the cochlea and of the organ of Corti, respectively. Hearing 
loss is generally greatest in the low tones, decreasing on the 
average about 6 decibels per octave between 256 and 4,0% 
cycles. Deafness is moderate to severe but not total. 

Hemagglutination Test for Diagnosis of Influenzal 
Meningitis.—Warburton and his co-workers describe a test 
for the diagnosis of influenzal meningitis which is based om 
the fact that the capsular polysaccharide of Hemophilus influ- 
enzae (type B) is present in the cerebrospinal fluid in sufficient 
concentration to inhibit agglutination by specific antiserum 
erythrocytes previously sensitized with the polysaccharide. The 
authors describe the results of the application of this test @ 
the laboratory diagnosis of influenzal meningitis. 


Tubercle, London 


30:49-72 (March) 1949 
Study of Tuberculosis Mortality in England and Wales.» P. - Stocks: 
50 


Clinical Report. of 3 Cases of Vitamin B Deficiency Occurring During 
Streptomycin Therapy. J. Sumner.—p. 62. 
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Acta Haematologica, Basel 
1:217-292 (No. 4) 1948. Partial Index 


Uncertainty in Prediction of Occurrence and Severity of Hemolytic 
Disease of Newborn from Antenatal Blood Test. Ruth van Olinda 
Ponder, E. Ponder and P. Levine.—p. 217. 

Clinical and Experimental Investigations on Mode of Action of Urethane. 
S. Moeschlin.—p. 225. 
*Effect of Urethane on Number of Leukocytes in Patients with Psoriasis. 

E. Gilg and A. Perdrup.—p. 248. 
Urethane in Treatment of Leukemia (Review of Literature). F. Sher- 


wood.—p. 253 


Effect of Urethane on Leukocytes in Psoriasis.—Gilg 
and Perdrup of Copenhagen say that in patients with psoria- 
sis active mitosis is found in the stratum mucosum (epider- 
mis) and it often decreases in response to roentgen therapy 
of the skin. These two facts made the authors try urethane 
(ethyl carbamate) in the treatment of 8 patients with psoriasis. 
It proved to have no effect, but the authors took the oppor- 
tunity to study its effect on the leukocytes of these patients, all 
but 1 of whom had a normal blood picture. At the onset of the 
treatment there was a drop in the total number of leukocytes, 
especially in the cases in which the number had been rather 
high before the treatment was started. There were no signifi- 
cant changes in the granulocyte-lymphocyte ratio. The exist- 
ing eosinophilia likewise was not influenced. 


Acta Medica Scandinavica, Stockholm 
132:303-414 (Jan. 20) 1949. Partial Index 


‘Vitamin D Intoxication in Case of Parathyroprival Tetany: Report of 
Fatal Case with Autopsy Findings. H. Jelke.—p. 339. 

Relation Between Dosage of Desiccated Thyroid and Its Effect on 
Oxygen Consumption in Healthy Individuals. H. Dahlstrém and T. 
Sjéstrand.—p. 353. 


Intravenous Iron Therapy. G. Hemmeler.—p. 364. 
*Menstrual Disorders in Pellagra. F. Mainzer.—p. 384. 

Vitamin D Intoxication in Case of Parathyroprival 
Tetany.—Jelke reports the case of a woman, aged 54, who at 
the age of 35 had been operated on for goiter. She was well 
for the next twelve years, when tonic cramps developed in the 
extremities and cataract in both eyes. Hypocalcemia was 
observed fourteen years after the strumectomy. Treatment 
with A.T. 10 (dihydrotachysterol) was instituted. Three years 
later this drug was replaced with a synthetic vitamin D, 
preparation, of which 250,000 international units were taken 
daily for one year and three months. After this treatment had 
been continued for five months, hard nodes situated in the sub- 
cutaneous tissue began to appear on the arms. These cor- 
responded to necrosis in the arterial walls and adjacent collagenic 
tissue. Subsequently there was increasing adynamia, dyspnea 
on exertion, swelling of the legs, emaciation, polydipsia and 
nocturia. There were signs of myocardial injury, hypercalcemia 
and azotemia. The nonprotein nitrogen level continued to rise 
steadily, at the same time as the amounts of urine diminished 
to the point of complete anuria. The patient died of renal 
insufficiency. The principal postmortem observations were 
renal injury with nephrosclerosis and extensive calcification of 
the fine interstitial arteries. The diagnosis was vitamin D 
intoxication with renal and vascular injuries. 

Menstrual Disorders in Pellagra.— Mainzer cites 25 
women with pellagra, 14 of whom were in the postmenopausal 
age and in 3 the menstrual history was unreliable, as pellagra 
had affected the memory. Of the remaining 8, 1 woman, with 
severe acute pellagra, with rapidly progressing anemia, high fever 
and fatal outcome, was the only patient with normal periods. 
The 7 other patients had menstrual disorders lasting from six 
months to eight years. Three of the 7 had menorrhagia, 1 had 
metrorrhagia and 3 had amenorrhea. Experimental and clinical 
observations have shown that, of the organs concerned with 
the sexual cycle, the function of the anterior pituitary, the 
adrenals and the liver is impaired by vitamin B deficiency. 

€ is evidence strongly pointing to a pituitary origin of 
the amenorrhea in pellagra. Arguments are put forward sup- 
porting the view that the menorrhagia and metrorrhagia in 
a are due to insufficient inactivation of estrogen resulting 

' impaired hepatic function. The adrenal and ovarian 
msufficiencies are assumed to be induced by a hypothetical direct 
influence of the deficiency state existing in pellagra. The author 
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suggests that further studies on patients with pellagra should 
include biopsy of vaginal mucosa and endometrium and estima- 
tion of the urinary output of gonadotropic hormone, estrogen, 
17-ketosteroids, creatinine, creatine and phosphorus. 


Finska Lakaresallskapets Handlingar, Helsingfors 
91:1-130 (No. 1) 1948 


Medical Viewpoints on Pathogenesis, Symptomatology and Treatment 

of Gallstene Disease. E. Adlercreutz.—p. : 

Guidance in Modern Treatment with Vitamins. C. E. Nylund.—p. 28. 
*Mercuric Chloride Titration of Blood Serum Especially in Diseases of 

Liver. R. Gordin.—p. 40. 

*Hemolysis and Effect of Hemolysins in Vivo. C. Wasastjerna.—p. 48. 
*Treatment of Diseases of Eye with Ultrashort Wave. Barbro Bjérken- 

heim.—p. 58. 

Malignant Arrhenoblastoma. T. Brunila.—p. 66. 

Mercuric Chloride Titration of Blood Serum Especially 
in Diseases of Liver.—On the basis of 221 mercuric chloride 
titration tests in 107 patients and of earlier investigations, 
Gordin concludes that this reaction is fuliy as reliable as the 
Takata reaction, with the advantage that the results are 
expressed numerically. The test is quickly and easily carried 
out. Mercuric chloride titration is primarily applicable in 
diseases of the liver but gives positive results also in other 
infections with changes in the serum proteins such as appear 
in disorders of the liver. 


Hemolysis and Effect of Hemolysins in Vivo.—Wasast- 
jerna asserts that in diseases with increased hemolysis the 
cause of the hemolysis may be a defect in the thrombocytes or 
hemolysis may depend on the presence in the blood of a sub- 
stance which in some way destroys red blood corpuscles. 
Lysolecithin, a substance with hemolytic action, has been demon 
strated in normal blood (Fahraeus). The experimental hemolysis 
in vivo reported by the author appears to him to be due to 
action of the organism on blood corpuscles which have been 
sensitized by small amounts of hemolysin. The spherocytosis 
is proportional to the hemolysis, not to the hemolysin doses, 
and far more pronounced in vivo than in vitro. The changes in 
form are also ascribed to the influence of the organism on 
sensitized red blood corpuscles. In this action of the organism 
the spleen plays an important but not dominating part. Hemoly- 
sis Was more pronounced in splenectomized animals than in vitro. 


Treatment of Diseases of Eye with Ultrashort Waves. 
—Bjérkenheim says that in 224 cases of diseases of the eye 
treated in the Eye Clinic of Helsingfors University from 1938 
to 1946 the Siemens ultratherm apparatus was used in series 
of ten sessions, for ten minutes the first three times, fifteen 
minutes the next three times and twenty minutes the last four 
times, usually every other day, with wavelengths of 5 to 8 
microns. The best results were attained in superficial corneal 
affections, iritis, postoperative iridocyclitis and neuritis. In 
some cases of ulcus serpens corneae, iritis, episcleritis and 
choroiditis, where perhaps the disease as such was not influenced, 
the pain disappeared. No injurious effect of the ultrashort wave 
was observed. 


Nederlandsch Tijdschrift v. Geneeskunde, Amsterdam 
93: 313-388 (Jan. 29) 1949. Partial Index 


*Prescription of Rest in Bed in Infectious Diseases. J. C. de Wit. 
tow... rn and Cancer. H. Deenstra, M. C. Verloop and 

A. de Minjer.—p. 326. 

Rest in Bed and Early Rising in Infectious Diseases.— 
De Wit discusses the advisability of prescribing rest in bed for 
patients with internal disorders, particularly for those with 
febrile diseases. He investigated the incidence of thrombosis and 
embolism in 1,200 patients, including 300 each in four different 
age groups. He admits that these groups are too small to 
arrive at definite conclusions, but he found that in the group 
of patients over 60 years old, there is a high incidence of 
thrombosis and of lobar pneumonia and that these and other 
complications, such as disturbances in bowel function and in 
retention of urine, are reduced when rest in bed is not continued 
for prolonged periods. The psychic factor is important in that 
patients who are allowed to get up earlier usually feel better. 
The author allows the patient to get up frequently on the 
second day of an acute infectious disorder, but usually he waits 
until the temperature has decreased to 39C. (102.2F.). He 
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allows the patient to sit up twice a day for fifteen minutes in a 
comfortable chair, and he advises against the use of the bed 
pan. On later days he lengthens the periods of sitting up. He 
compares a group of 1,200 patients treated in this way with the 
aforementioned group of 1,200. He found that early mobiliza- 
tion reduces considerably the number of thromboses as well 
as the total duration of the disease, while no disagreeable com- 
plications were observed. Early mobilization did not influence 
the course of the fever. The author advises closer study of the 
influence of early mobilization in diverse internal anomalies. 


Nordisk Medicin, Stockholm 
41:199-246 (Feb. 4) 1949 

*Hormone-Producing Ovarian Tumors: Review. H. L. Kottmeier.—p. 199. 
Prognosis in Acute Nephritis. J. Oster.—p. 204. 
Treatment of Lesions in Brachial Plexus. G. af Bjérkesten.—p. 211. 
*Somauc Investigations in Schizophrenics: Schizophrenia and Anorexia 

Nervosa. QO. Lingjaerde.—p. 215. 
Outcome of Routine Gynecologic Investigations in Surgical Department 

with Special Reference to Early Diagnosis of Cancer. W. Permin. 

» 219 

Ressieen Treatment of Hidradenitis Axillaris. N. 

S. Lyndrup.—p. 220. 
Hypothalamic Lesion with Paroxysmal Crises. G. Wretmark.—p. 227. 

Hormone-Producing Ovarian Tumors: Review.—These 
ovarian tumors are classified as (1) tumors causing feminine 
characteristics, (2) virilizing tumors and (3) other tumors with 
endocrine symptoms. Femininizing ovarian tumors, Kottmeier 
says, are granulosa cell and theca cell tumors. Granulosa cell 
tumors make up 4 to 9 per cent of all ovarian tumors, are 
usually unilateral, vary in size and occur at all ages. Before 
puberty they cause pubertas praecox, in the menopause, symp- 
toms suggesting reactivation of ovarian function. The structure 
varies in different parts of the tumor; histologically folliculoid, 
cylindrotrabecular and fibrosarcomatous types appear. The 
tumors are often benign but may be malignant. According to 
present knowledge no correlation exists between histologic 
structure and malignity or between rapidity of growth and 
degree of malignity, but the sarcomatous form seems more often 
to be malignant. Not all granulosa cell tumors are hormone 
producing. Treatment is surgical; radiotherapy is indicated in 
cases incompletely operated on, or inoperable or with metastases. 
Theca cell tumors, unilateral and most frequent in the meno- 
pause, resemble granulosa cell tumors in symptoms and treat- 
ment. The first symptoms of virilizing ovarian tumors (arrheno- 
blastomas, adrenal rest tumors and luteinomas) are generally 
of defemininizing kind and followed by masculine symptoms. 
The tumors may be small and escape notice. With signs of 
virilizing ovarian tumor exploratory laparotomy is called for; 
if macroscopic changes are absent the adrenal region should be 
palpated. Arrhenoblastomas are usually unilateral, vary in size, 
most often occur between the ages of 20 and 40 and are histo- 
logically of highly differentiated tubular adenomatous type, 
solid atypical undifferentiated type or of a transition type 
between these forms. The more undifferentiated the tumor, the 
more pronounced the virile symptoms. Arrhenoblastomas are 
as a rule benign; cases of malignant growths have been reported. 
Treatment is like that of granulosa cell tumors. Tumors with 
thyroid tissue (struma ovarii) and the so-called gonocytomas 
constitute the third group. 


Somatic Investigations in Schizophrenics: Schizo- 
phrenia and Anorexia Nervosa.—Lingjaerde says that the 
picture in the active phase of schizophrenia resembles that of 
anorexia nervosa: loss of weight, varying temperature and pulse 
rate curves, varying sedimentation reaction, constipation, 
amenorrhea, low blood pressure and low basal metabolic rate, 
pathologic urobilinuria and ketonuria. Necropsy reveals organic 
atrophy like that in long-continued inanition. The increased 
urobilinuria, associated with ketonuria, is primarily due to 
carbohydrate deficiency. Disinclination for food is characteristic 
of schizophrenic persons in the active phase. In anorexia ner- 
vosa this disinclination for food is a major symptom. Refusal 
to eat and the resulting symptoms are regarded as an important 
pathogenic factor at least in a large number of schizophrenic 
persons. The author explains the dissociation symptoms of 
schizophrenia as the outcome of a dynamic-energetic weakening 
of the ego which occurs in predisposed persons in the active 
phase when the ability to concentrate is weakened and con- 
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sciousness is reduced. In this weakening of the ego, malnutri- 
tion and hepatic insufficiency, together with prolonged isolation, 
introversion, inactivity and more accidental complications of 
infectious or toxic kind, play an important part. The effect of 
malnutrition is heightened by the deficient utilization of car- 
bohydrates. 


Schweizerische medizinische Wochenschrift, Base] 


79:185-212 (March 5) 1949 

Psychosurgery in U. S. A. M. A. Zehnder.—p. 185. 

Investigation on Cutaneous Pruritus Especially in Chronic Icterus, 0, 
Roth.—p. 190. 

*Treatment of Acute Leukemia with Exsanguination-Transfusions, 6G, 
Gottsegen and Barbara Rona.—-p. 193. 

New Synthetic Coagulant: Tromexan (G 11705). 
R. Della Santa.—p. 195. 
Exsanguination Transfusions in Acute Leukemia— 

Gottsegen and Rona treated 1 woman aged 55 with acute 
myeloblast leukemia with three exsanguination transfusions at 
intervals of five to ten days. Ten thousand three hundred cubic 
centimeters of blood was withdrawn and 12,600 cc. of fresh 
citrated blood was infused. The general condition was slightly 
improved after the first exsanguination transfusion, but became 
gradually worse. The transfusions were well tolerated by the 
patient, in spite of fever and chills. The spleen increased during 
the treatment; the liver did not change. The number of 
erythrocytes was increased from 1,540,000 to a maximum of 
3,060,000 in the course of the transfusion; hemoglobin rose 
from 21 to 49 per cent. The number of leukocytes varied from 
8,000 to 12,000 before the treatment and was increased during 
the treatment, reaching 142,000 before death; the number of 
paramyeloblasts was increased from 14,600 to 130,000 per cubic 
millimeter. The originally large monocytoid myeloblasts were 
replaced more and more by micromyeloblasts. From the begin- 
ning the latter were absent from the bone marrow and no 
further change was observed. Death occurred on the twenty- 
second day after the first exsanguination transfusion. Necropsy 
revealed a high degree of leukemic infiltration of the inner 
organs. 


Wiener medizinische Wochenschrift, Vienna 


99:85-106 (Feb. 26) 1949. Partial Index 
*Etiology of Postoperative Tetanus. G. Seidl and E. Vogler—p. 85. 
Injuries of Female Genitals During Sexual Intercourse. F. Rendel 
Gus af Sudden Arrest of Action of Heart Due to Embolism of 

Ascendant Aorta. T. Kocourek.—p. 91. 

Postoperative Tetanus. — Seid! and Vogler report post- 
operative tetanus endemic from the surgical university clinic of 
Graz during the period of January to October 1946. Nine cases 
of postoperative tetanus occurred in 7 men and 2 women between 
the ages of 24 and 67, 7 of whom were subjected to abdominal 
operation in the epigastric region, 1 to inguinal herniotomy and 
1 to secondary surgical intervention for a war injury of the leg. 
In all the cases of abdominal operation the clinical picture was 
characterized by doubtful prodromal symptoms followed by 
tenderness of the operative wound and by severe disturbances 
of deglutition and respiration. The toxin produced a local mus- 
cular rigidity similar to that of experimental tetanus, which was 
followed rapidly by generalized tetanus of ascendant type with 
severe respiratory spasms and choking, resulting in death within 
a few days. There was a constant incubation period of five to 
six days. All the patients died, in spite of symptomatic and 
specific treatment with doses up to 80,000 units of tetanus 
antitoxin combined with active immunization with tetanus & 

A virulent tetanus strain, massive infection, the localization 
the point of entrance and the resulting rapid and strong effect 
of the toxin on the sensitive cells of the body may have been 
responsible for the therapeutic failures. Clostridium welchit 
Clostridium tetani were demonstrated in the talc wi had 
been used by the surgical nurses for the dusting of their 
gloves. The sterilization of the dusted rubber gloves at a tem 
perature of 106C. (223F.) for ten minutes might have 
sufficient only for the destruction of Clostridium a 
not for that of the spores of Clostridium tetani. In the cas : 
the operated veteran the postoperative tetanus represented 
fresh exacerbation of latent tetanus germs in the old gunshot 
wound. — 


I. Experimental Study, 
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Book Notices 


Safeguarding Motherhood. By Sol T. DeLee, M.D., Clinical Instructor 
of Obstetrics and Gynecology, University of Illinois, Chicago. Cloth. 
price, $2. Pp. 135, with 43 illustrations. J. B. Lippincott Company, 
927-231 S. 6th St., Philadelphia 5; Aldine House, 10-13 Bedford St., 
London, W.C. 2, 1949. 

This small handbook for mothers is well written and beauti- 
fully illustrated; it contains a glossary of words not readily 
understood by a lay reader. It is designed to be a guiding and 
informative book for the expectant mother, carrying somewhat 
more information than is necessary in the average case. Con- 
cerning the complications that are discussed, the author says, 
reassuringly, that they usually can be prevented if the patient 
will follow the advice of her doctor or instructions in the book. 
Consequently there seems no harm in including unusual subjects, 
and information available about them may do some good as 
a warning for those who need it. 

Obviously not every patient can read this or any similar book 
without some degree of panic over what it may suggest as 
possible to happen to her. That is no valid reason, however, for 
withholding any and all essential information from women 
sensible enough not to be so susceptible to suggestion. Fortu- 
nately the others are not likely to buy this or any book for 
study. 

Physicians who practice obstetrics might read this book to 
their own advantage because it tells so concisely and clearly 
just what should be told to a patient and how. 

The advice that sodium bicarbonate be used for “heartburn” 
might better be changed to the use of another antacid lest 
excessive sodium intake with its resultant effects on water 
retention be invited. To point out that interruption of preg- 
nancy on account of German measles and the damage it may 
do to the tiny fetus is not “therapeutic abortion,” according to 
its legal definition, is probably mere carping criticism. 

The entire book is well worth while to the expectant mother, 
to her husband and even to her doctor. 


Clinical Orthoptics: Diagnosis and Treatment. By Mary Everist 
Kramer, Supervisor, The Orthoptic Department, The George Washington 
University Hospital, Washington, D. C. Edited by Ernest A. W. Sheppard, 
MD., Professor of Ophthalmology. The George Washington University 
School of Medicine, and Louisa Wells-Kramer, Certified Orthoptic Tech- 
ticlan, Washington, D. C. Cloth. Price, $8. Pp. 475, with 147 illustra- 
tions. C. V. Mosby Company, 3207 Washington Blvd., St. Louis 3, 1949. 

This most up-to-date volume has a foreword, with current 
references by Dr. Sheppard. There is a preface by the orthop- 
tist, M. E. Kramer, and in addition a page of acknowledgments. 
Three important references are lacking. All are of an ancient 
vintage although the author seems to be totally unaware of 
them. First is an old volume entitled “Traitement adjuvant du 
strabisme” by F. Terrien and A. Hubert, printed in Paris in 
192. Second is “Modern Developments in Orthoptic Training,” 
L. L. Mayer, Archives of Ophthalmology 8:888, 1932, in which 
Practically all the instruments with the possible exception of 
later modifications and the Worth four dot test are amply 
described in a review. Third is “Congenital Reading Disability- 
Strephosymbolia,” L. L. Mayer, THe Journat, April 15, 1933, 
page 1152, in which all previous references are acknowledged. 
Over one third of the text is used to describe anatomy, the 
visual pathways and oculomotor system, physiology and optics. 

ms May or may not be essential for the orthoptist but cer- 
tainly enhances the value of the book. At the conclusion of 
tach chapter are questions which are of inestimable value and 

references. 

An adequate index occupies the last 22 pages. This work is 

latest and the best in the English literature on the subject 

of orthoptics. It should have a place in the library of all 

orthoptists and ophthalmologists. Even the child psychologist, 

the pediatrician and the homes of children with ocular dys- 
could benefit from its use. 


my ne Marrow Biopsy: Hematology in the Light of Sternal Puncture. 
J. Leitner, M.D., Deputy Medical Superintendent, Sanatorium for 
revised » Heiligenschwendi, Berne, Switzerland. English translation 
and edited by C. J. C. Britton, M.D., Ch.B., D.P.H., Consulting 
Matologist to the Prince of Wales's General 
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London, and E. Neumark, M.B., B.S., M.R.C.S., London. Cloth. Price, 
$8.50. Pp. 433, with 201 illustrations. Grune & Stratton, Inc., 381 4th 
Ave., New York 16, 1949. 

The book is a translation of Dr. Leitner’s original monograph 
with added references, including some to English and American 
authors. The original work was based mostly on the Continental 
literature, and most of the American references are to prewar 
articles, although the references to Dameshek’s publications are 
rather extensive (18 articles). As a whole the subject matter 
is well presented and reflects a rich personal experience with 
the material. Chapters are included on technic and morphology 
of the bone marrow cells. The descriptions are based on 
cells stained by the May-Griinwald-Giemsa stain, as opposed to 
Wright's stain, which is more familiar to American workers. 
Several chapters deal with disease entities, tumors, irradiation, 
metabolism of the cells, tissue cultures and cultures for patho- 
gens. The colored plates are good, as are also some of the 
photographs of cells. A number of points are brought out in 
eighty-one illustrative reports of cases. The book will be an 
invaluable aid to anyone who wishes a summary of European 
articles and observations on the bone marrow, presented in read- 
able form. 


Symptoms in Diagnosis. By Jonathan Campbell Meakins, C.B.E., M.D., 
D.Se. Second edition. Cloth. Price, $7.50. Pp. 542, with 111 illustra- 
tions. Williams & Wilkins Company, Mt. Royal & Guilford Aves., Balti- 
more 2, 1948. 

This book deals with the practical aspects of symptomatology, 
since 50 per cent of all patients do not have physical signs; 
it explains the symptoms in terms of pathologic physiology. 
The book is divided into the different systems, such as skin, 
skeletal and gastrointestinal. The symptoms are considered in 
detail under each system. The book is not intended primarily as 
a reference work for differential diagnosis, but it might well be 
used as such also. However, the book does not intend to cover 
the whole subject of medicine. Some of the specialties are sim- 
ilarly covered, and unusually well for the size of the volume. 

One of the commonest causes for wrong diagnoses is the 
practice of “putting the patient through the work” or the “mill” 
and the habit of placing too much dependence on _ the 
results of the laboratory procedures. Too often there are 
false positive reactions to tests or inconclusive negative results 
or results which are irrelevant. If the patient’s symptoms were 
better understood the physician would have more confidence in 
making the diagnosis to a greater degree from the symptoms 
and would have courage enough to have less dependence on 
some laboratory procedures. The book is well written and 
well organized. 


Film and Education: A Symposium on the Role of the Film in the 
Field of Education. Edited by Godfrey M. Elliott. Cloth. Price, $7.50. 
Pp. 597. Philosophical Library, Inc., 15 East Fortieth St., New York 16, 
N. Y., 1948. 

This symposium on the role of films in the field of education 
is comprised of 37 chapters, each prepared by a separate author. 
The material is divided into five major paris as follows: 
The Nature of the Educational Film; The Film in the Class- 
room; The Educational Film Outside the Classroom; The 
Educational Film Elsewhere, and Administrative Problems and 
Practices. 

The purpose of the book is to present a comprehensive survey 
of the present and potential use of 16 mm. educational motion 
pictures. The chapters on “The Psychology of Showing Motion 
Pictures” and “Research in the Educational Film Field” will 
interest medical school instructors. The chapter on “Applica- 
tion of the Film in Health and Physical Education” is well 
done and should be most helpful to health educators. The 
author of this chapter rightfully points out that the “Health 
and physical education fields working as they do to develop 
desirable skills, habits and attitudes in their students, constitute 
one of the richest areas in the entire school curriculum for 
the successful use of educational films. No teacher—whether at 
the elementary, high school, or college level—can afford to 
overlook the enormous contribution which wise use of the film 
can make.” 

Twenty-two pages are devoted to the chapter “The Film 
in Medical and Nursing Education,” two of which are con- 
cerned with nursing education. This chapter does not offer a 
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great deal of useful, constructive information. It is probably 
the only chapter which is punctuated throughout with such 
phrases as “the author has been successful in starting” and 
“the author’s contribution to this field.” While several miscel- 
laneous topics are discussed, they are not tied together in a 


well organized presentation. 


Das Zwischenhirn: Syndrome, Lokalisationen, Funktionen. Von W. R 
Hess, 0.6. Professor der Physiologie an der Universitat Ziirich. Cloth 
Price, 15 Swiss francs. Pp. 187, with 82 illustrations. Benno Schwabe 
& Co., Klosterberg 27, Basel 10; Distributed by Grune & Stratton, Inc., 
381 4th Ave., New York 16, 1949 

This book is a reprint of two extensive papers which were 
published in 1947 and 1948 as a supplement to the Helvetica 
Physiologica et Pharmacologica Acta. It also contains as an 
appendix a detailed description of the technic used in Hess’ 
laboratory. This part is a reprint of a section of a book by 
the author from 1932. Since the first paper on the vegetative 
functions of the hypothalamus had been reviewed previously 
in this journal (Feb. 21, 1948, p. 587) only a note on the second 
paper dealing with extrapyramidal functions of the diencephalon 
is necessary. Stimulation of various diencephalic foci shows 
specific motor effects such as raising and lowering of the head, 
rotation of the head, contralateral movements of the foreleg 
and movements of the face. Coagulation of a diencephalic focus 
results in movements which are opposite to those seen on 
stimulation. These movements are interpreted as compensatory 
processes following stimulation of afferent (particularly vestibu- 
lar) impulses. The difficult text is accompanied by many 
beautiful illustrations with legends in German and English. 


A History of the Heart and the Circulation. By Fredrick A. Willius, 
M.D., M.S. in Med., Professor of Medicine, Mayo Foundation for Medi- 
cal Education and Research, Graduate School, University of Minnesota, 
Minneapolis, and Thomas J. Dry, M.A., M.B., M.S. in Med., Associate 
Professor of Medicine, Mayo Foundation for Medical Education and 
Research, Graduate School, University of Minnesota. Cloth. Price, 
$x Pp. 456, with illustrations. W. B. Saunders Co., 218 W. Washington 
Sq., Philadelphia 5, 1948 

Here is a chronologic presentation of knowledge relating to 
the heart and the circulation from 5000 B.C. to 1925 A.D. 
\ second portion of the book provides biographies of many 
great leaders in studies of the heart and the circulation, and a 
third portion of the book provides a chronologic presentation 
of data according to such subjects as anatomy, physiology 
and various specific diseases. Several of the chapters and some 
portions of others have previously appeared in contributions to 
periodicals. The presentation is excellent, and the work should 
be a must for the library of every doctor interested in medical 
history and particularly for those concerned with cardiology. 


izydor Kopernicki. [By] Michal Cwirko-Godycki. Poznafskie Towar- 
zystwo Przyjaciét Nauk. Prace Komisji Lekarskiej, Tom VI. Zeszyt 2. 
Paper. Pp. 247. Poznahskie Towarzystwo Przyjaciét Nauk, ul. Sew. 
Mielzynskiego 26/27, Posen, 1948. 

The monograph by Cwirko-Godycki presents an evaluation of 
the scientific work of the great Polish anthropologist Izydor 
Kopernicki. He was born in the province of Kiev, Russia, in 
1825 and died in Cracow, Poland, in 1891. His reputation rests 
on his investigations of prehistoric man and his researches in 
morphologic anthropology. He was instrumental in introducing 
anthropology and he created a new anthropologic school in 
Poland. He had contributed much to the craniographic and 
craniologic studies of the prehistoric Slavs. 

This monograph in Polish should prove of interest to 
anthropologists. 


Readings in the Clinical Method in Psychology. Edited by Robert 
1. Watson, Washington University School of Medicine, St. Louis, Mo. 
Price, $4.50. Pp. 740. Harper & Brothers, 49 E. 33d St., New York 16, 
1949. 

This book is an up-to-date survey of the role of the 
psychologist in clinical methods. Both the diagnostic and thera- 
peutic work of the psychologists and psychiatrist are discussed, 
but the emphasis is on therapy. The book is a systematic series 
of 50 papers by outstanding workers in the field. There are 
four main divisions according to subject: (1) The Clinical 
Method; (2) The Functions of the Clinical Psychologist; 
(3) Diagnostic Methods, and (4) Methods of Treatment. For 





each section there is a brief comprehensive review of relevant 
literature which is not found in the readings. 

This is an excellent book for student and professional, pro- 
viding recent information and valuable reference material. It 
discusses clinical psychology in relation to children, veterans, 
school systems, science, prisons and hosptials. It brings under 
one cover a thorough survey of the most important diagnostic 
methods in practice and the therapeutic method employed in 
clinical psychology in its various areas of work. 


Essen und Wissen: Eine praktische Ernahrungskunde. Von Hedy 
Bircher-Rey. Second edition. Cloth. Price, 11.50 Swiss francs. Pp 
203. Rascher & Cie. A.-G., Verlag, Zurich, 1949. 

This book, for lay persons, is written by a dietitian whose 
doctrine constitutes a special brand of food faddism in Europe. 
The theory is full of misstatements and halftruths. In practice, 
the emphasis is on the eating of raw vegetables and the horrib'e 
things which will happen if they are not eaten. The book will 
not appeal to physicians. 


Social Work Year Book 1949: A Description of Organized Activities 
in Social Work and in Related Fields. Editor: Margaret B. Hodges. 
Tenth issue. Cloth. Price, $4.50. Pp. 714. Russell Sage Foundation, 
130 E. 22nd. St., New York 10, 1949. 

Primarily intended for reference, this book is not detailed 
enough for advanced study in any field of social work 

The book is divided into two parts: Part I contains seventy- 
nine signed articles by authorities on civil rights, psychiatric 
social work and camping. Each article is a summary of the 
steps and general trends now in force in this aspect of social 
living. Part II is a directory of 546 agencies in social work 
related to the subject matter of part I, exclusive of profit and 
propagandistic groups. These are organized under four sections: 
International Agencies, Governmental and Voluntary National 
Agencies, and Canadian Agencies. In varying degrees of com: 
pleteness are given the number of members, the purpose and 
activities and any publications issued. Topics such as medical 
care plans, religion and education which are closely related to 
social work are included. 

Of invaluable aid in locating specific information is the 
index, which contains various cross references by functions in 
addition to the alphabetical subject arrangement given in the 
two parts. 


German-English Medical Dictionary. Compiled by F. S. Schoenewald, 
M.D. Cloth. Price, 27s.6d. Pp. 241. H. K. Lewis & Co., Ltd, 136 
Gower St., London, W.C. 1, 1949. 

Considering the size of this dictionary, one could hardly 
expect it to be complete. However, there is logic in the author's 
contention that any word not used in the 30,000 pages of medical 
literature he read as a preliminary for his work is not worth 
listing. The one new feature that makes this dictionary espe- 
cially valuable is the explanatory sentence that follows each 
word. This makes it easier for one to choose words with the 
correct shade of meaning when translating into German. Besides 
the purely medicotechnical terms this dictionary lists many 
words from the lay language which are frequently used im 
medical literature. 


Hormones and Behavior: A Survey of Interrelationships Betweer 
Endocrine Secretions and Patterns of Overt Response. By Frank 4 
Beach, Professor of Psychology, Yale University, New Haven, Conn. 
With a foreword by Earl T. Engle. Cloth. Price, $6.50. Pp. 368. 
Paul B. Hoeber, Inc., 49 E. 33rd St., New York, 1948. 

The psychosomatic approach to human activities has developed 
new interest in the relationships between body and mind. In 
those relationships activity of glands and particularly sex glands 
play a major part. Some of the studies recently reported by 
psychologists that deal with behavior of animals and men have 
served to advance greatly the diagnosis of disturbances of the 
human being from both physical and mental points of view. 
Especially important have been the studies of anthropoid apes. 
The author has consulted an enormous periodical literature ™ 
the development of this book. The conclusion is reached 
in man as in animals the impact of hormonal influences on 
behavior is pronounced. The work establishes clearly the 
importance of biologic studies of all living species m 
standing man.* 




















ill 


the 
in 
the 


sa 


BSERSE 


Seeks 





Votume 140 
Numper 15 


QUERIES AND 


Queries and Minor Notes 


THE ANSWERS HERE PUBLISHED HAVE BEEN PREPARED BY COMPETENT 
AUTHORITIES. THEY DO NOT, HOWEVER, REPRESENT THE OPINIONS OF 
ANY OFFICIAL BODIES UNLESS SPECIFICALLY STATED IN THE REPLY. 
ANONYMOUS COMMUNICATIONS AND QUERIES ON POSTAL CARDS WILL NOT 
gE NOTICED, EVERY LETTER MUST CONTAIN THE WRITERS NAME AND 
ADDRESS, BUT THESE WILL BE OMITTED ON REQUEST. 


DANGER OF RADIATION EXPOSURE 
To the Editor:—Is there evidence that fertility, pregnancy and normalcy of 
offspring are deleteriously affected in physicians who are engaged in x-ray 
and or radium work? M.D., New York. 


Answer.—Small doses of roentgen rays repeated over a long 
period can destroy gonad function just as surely as would a few 
large doses. I have seen several x-ray technicians who stopped 
menstruating and two roentgenologists previously fertile in 
whom azoospermia developed. It is reasonable to suppose that 
dosage insufficient to produce these obvious effects might still 
do latent harm in the way of diminishing fertility. 

Several workers now treat amenorrhea and female infertility 
by applying so-called stimulating doses of roentgen rays to the 
ovaries. So far we do not have evidence to prove that this 
method is harmful either to the patient or to children that she 
may bear later. Geneticists raise the question whether this 
procedure might not cause mutations in the genes of which 
undesirable results would appear in future generations. 

Any considerable exposure to roentgen rays can seriously 
damage or even kill the fetus in utero. The earlier in the preg- 
nancy, the greater the risk. 

All the mentioned dangers are reduced to the vanishing point 
if ordinary precautions are taken. The x-ray tube should be 
adequately screened, and physicians and technicians should pro- 
tect themselves with lead shields or aprons whenever there 1s 
the least likelihood of exposure. 

Those who handle radium constantly ought to exercise similar 
precautions. In general with radium there is less chance than 
with roentgen rays that the operator’s reproductive organs will 
be export d 


ENDOCRINE DWARFISM 


To the Editor:—A patient is 28 years of age, 4 feet 6 inches (137.2 cm.) 
tall and weighs 6912 pounds (31.4 Kg.). She does simple factory work 
but does not travel extensively by transit within the city limits because 
she feels that her appearance attracts attention. Her mother informs 
me that she is a high school graduate. On observing her and talking 
to her one wonders whether she graduated from grammar school. She 
torely talks. When she does, it is usually slowly and deliberately and 
only for the purpose of answering simple questions. Her body and extrem- 
ities seem to be fairly proportional to her height. The head and face 
seem to be somewhat large for the trunk and the head also appears 
to be somewhat retracted. The complexion is sallow and the face moder- 
Gtely bloated. The pulse rate is 72, the blood pressure 90 systolic and 
60 diastolic, and the basal metabolic rate was estimated to be minus 
35 by the Jones apparatus. She also has a moderate secondary anemia 
of the iron deficiency type. She has never menstruated and her mother 
informs me that seven years ago roentgenograms of the long bones 
revealed a failure of epiphysial fusion. | question whether she is a 
true midget or some type of endocrine dwarf. Are the basal metabolic 
tates of midgets the same as those of normal persons or do they show 
Special rates? Are there characteristic roentgen findings in the bones of 
midgets? is any form of endocrine therapy of value in this case? 


Vincent D. Francis, M.D., Brooklyn. 


ANswer.—This patient appears to have some form of endo- 
crine dwarfism, of which there are three major classifications. 
n the anterior pituitary type exemplified by the Levy-Lorraine 
syndrome, the skeletal structure is delicate but symmetric with 
some delay in epiphysial fusion. The persons are alert and 
intelligent but somewhat infantile in personality. The dwarfism 
due to hypothyroidism has usually elements of myxedema or 
‘retinism, which are readily recognized by the thick, bloated 
lacial features, large head, short extremities and retarded 
mental development. They have also some gonadal deficiency. 
hort stature due to ovarian agenesis or failure of ovarian 
development is usually associated with a normal metabolic rate. 
'requently moderate hypertension and a delay in epiphyseal 
lusion often associated with osteoporosis (Wilkins, L., and 
Fleischmann, W. : J. Clin. Endocrinol. 4: 357, 1944). There may 

mental retardation in these cases also. The present case is 
rot typical of any of these three types. It differs from cases 
% Ovarian agenesis in the hypotension and low basal metabolic 
rate. On the other hand, there is definite evidence of a thyroid 

tency here as shown by the low metabolic rate, anemia, 
Picture and even the description of sallow complexion with 
rate bloating. It is possible that this is a case. of 





MINOR NOTES 1249 


pluriglandular dwarfism in which the anterior pituitary fails 
to secrete adequate amounts of growth gonadotropic and thyro- 
tropic hormones. Some authorities believe that a primary 
thyroid deficiency may give risé to secondary changes in the 
anterior pituitary. It is suggested that the blood cholesterol 
content be determined for confirmation of a hypothyroid state 
as indicated by the low basal rate. If it is found to be elevated, 
thyroid therapy is indicated, although it is doubted whether 
much growth will be obtained, because of the advanced age of 
the patient. Growth hormone preparations available on the 
market would be of little value at present. Other endocrine 
therapy should await the response of the patient to thyroid 
therapy, since it is possible, for example, that menstruation 
may occur if the ovarian failure is the result of hypothyroidism. 


OCCUPATIONAL OLIGOSPERMIA 


To the Editor:—Three young men, aviation crop dusters, have a severe 
degree of oligospermia and resultant sterility. The chemical employed for 
the air spraying is DDT (dichlorodiphenyltrichloroethane) in a xylene base. 
The men load the plane tanks by hand pump and admit that they inhale 
and come in close contact with the solution. Does DDT or xylene have any 
effect on the spermatogenic function of the testes? 


Paul L. Singer, M.D., Phoenix, Ariz. 


ANSWER.—Neither xylene nor DDT is known specifically to 
impair spermatogenesis. In the presence of significant occupa- 
tional diseases such as lead or carbon monoxide poisoning, 
depressed spermatogenesis may take place as one of several 
manifestations of damage but never as the sole feature. Occu- 
pational xylene poisoning is a rarity. The high boiling point 
ot xylene (139 C.) precludes gross evaporation. While the liter- 
ature is rich in references to cases of xylene poisoning, the 
greater number resulted from exposure to mixtures of xylene, 
toluene and benzene. Real exposure to xylene would have been 
so associated with eye, mucous membrane and skin irritation as 
unfailingly to have provoked medical comment. 

Many toxic agents of industry have been associated with 
impotence. Usually such complaints are unwarranted, but 
oligospermia or azoospermia are objective states subject to 
laboratory proof. Their occurrence is sufficiently infrequent 
in young males that 3 closely associated men so afflicted call 
for further inquiry. Since carbon monoxide produces azoosper- 
mia and sterility in animals, it becomes desirable to determine 
the possibility of repeated low grade exposure to that gas. 
Control of sperm formation rests with the pituitary gland. 
Additional investigations should embrace that organ. Search 
should be made for the usual and somewhat characteristic 
indications of chronic xylene poisoning. These so closely 
resemble the well known clinical picture of benzene poisoning 
that that general pattern may be followed but without antici- 
pating such findings as leukopenia or altered urinary sulfates. 

The clinical data on occupational diseases are so lacking with 
respect to internal secretory organs that the present situation, 
if well confirmed and adequately explored, may provide an out- 
standing contribution. 


“IRREGULAR GOUT” AND DIET THERAPY 


To the Editor:—1. Is “irregular gout’’ (4 to 6 mg. uric acid per hundred 
cubic centimeters of blood) without the well known attacks a recognized 
entity? 2. What is the modern point of view as to the anti-uric-acid diet 
in cases of hyperuricemia or gout? 3. Since the methylxanthines are not 
supposed to appear as uric acid in the blood at all or only to a minor 
degree, what is the recognized point of view concerning the intake of 
coffee, tea, cocoa, chocolate? M.D., New York. 


ANswer.—Asymptomatic hyperuricemia is a prodromal find- 
ing in some patients in whom acute, recurrent gouty arthritis 
or other physical evidences of gout subsequently develop (for 
example, renal urate calculi or gravel, and tophi). Hench 
(J. A. M. A. 116:453-459 [Feb. 8] 1941) referred to this phase 
as the “larval” or prearthritic stage of gout. In such instances 
the hyperuricemia is definite, though it often is transient and 
variable in intensity. The larval stage of gout is recognized 
and substantiated most frequently, perhaps, among the relatives 
of known gouty patients. The incidence of hyperuricemia among 
136 blood relatives of 27 gouty patients was found to be 25 per 
cent (Talbott, J. H.: Bull. New York Acad. Med. 18:318-328 
{| May] 1942). 

Hyperuricemia frequently occurs in the presence of diseases 
other than gout, such as leukemia, polycythemia vera, psoriasis 
and renal failure. Obesity or a high intake of purines, or both, 
and laboratory errors are other circumstances in which elevation 
of the uric acid in the serum of whole blood may be encoun- 
tered. Mild hyperuricemia is occasionally observed in 
patients with rheumatoid arthritis, though the explanation for 
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this is not yet satisfactory. Hyperuricemia should not be the 
only, or even the principal, evidence on which a diagnosis of 
gout is based. 

When hyperuricemia is consistently present, reduction of the 
intake of purines would be advisable. Glandular foods (such as 
liver, sweetbreads, kidneys and brain), sardines in oil, anchovies 
and meat extracts contain relatively large amounts of purines 
(160 to 825 mg. per hundred grams), but other meats such as 
bacon, beef, pork, veal and certain fish and fowl contain purines 
in amounts ranging from 75 to 150 mg. per hundred grams of 
the food. The quantity as well as the type of food in the 
patient's daily intake must be considered. Until there is a 
specific remedy for gout, patients so afflicted should eliminate 
or decrease the intake of purines as much as is necessary to help 
maintain adequate control of the systemic manifestations of the 
disease. 

Methylxanthines, including coffee and other caffeine-contain- 
ing beverages, theobromine and related xanthine drugs, can be 
used with impunity by patients with gout as these substances 
are not metabolized to urates (Query and Minor Notes, J. A. 
M. A. 137:330 [May 15] 1948). 

Urate diuretics (cinchophen, salicylates) cannot be considered 
as substitutes for the restriction of purines in the diet in the 
control of gout. However, when gout cannot be adequately 
controlled by dietary management alone, the supplemental use 
of a urate diuretic in appropriate doses may also be indicated. 


SEDIMENTATION RATE IN BRUCELLOSIS 


To the Editor:—One of our staff has made the observation that patients 
with brucellosis do not have an elevated sedimentation rate. Your opinion 
and references would be appreciated. 

Arthur W. Allen, M.D., Ann Arbor, Mich. 


[This inquiry was referred to two authorities, whose respec- 
tive replies follows.—Ed. ] 

Answer.—It is agreed that patients with brucellosis fre- 
quently show a normal sedimentation rate. There are excep- 
tions, however, in cases of classic brucellosis that show an 
elevation of the sedimentation rate, as reported by Calder and 
associates (Calder, R. M.; Steen, C., and Baker, L.: Blood 
Studies in Brucellosis, J. A. M. A. 112:1893 [May 13] 1939). 
These authors found that slow rates were common and that 
moderate acceleration occurred in slightly more than one third 
of the cases. Rapid rates were usually explained on the basis of 
complications such as arthritis or effusion. In a recent review 
of the subject by Spink (Veterans Administration Technical 
Bulletin, T. B. 10-49, February 28, 1949), the author states: 
“The erythrocyte sedimentation rate is of no diagnostic value, 
since either normal or accelerated values may be obtained. The 
sedimentation rate may be of some prognostic aid when it is 
rapid, in the sense that a persistently abnormal value may 
indicate the presence of active disease.” 

The sedimentation rate, when increased, is a nonspecific 
clinical test that is usually correlated with an increase in the 
concentration of the plasma fibrinogen, and occasionally the 
serum globulins. Fever, per se, as produced by external radia- 
tion of heat, does not produce an increase in the sedimentation 
rate or of the fibrinogen (Ham, T. H., and Curtis, F. C.; 
Plasma Fibrinogen Response in Man, Medicine 17: 413, 1938). 
It is also apparent from the clinical use of the sedimentation 
test that certain diseases such as many virus infections and 
brucellosis are conditions that are not fibrinogenic in some 
instances. 

ANswer.—The observation mentioned is in agreement with 
the most frequent general experience with brucellosis that the 
commonest clinical form, without obvious regional localizations, 
is usually associated with a normal sedimentation rate. Excep- 
tions are numerous, however, not only in the presence of symp- 
tomatic or serious regional localizations but also when these 
cannot be detected. Harris has estimated the frequency of 
“abnormal rates” at about 20 per cent. 
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BLOODY DISCHARGE FROM NIPPLE 


To the Editor:—A woman aged 53 has one child aged 13. The pr 

and delivery were uneventful. The mother, for about four weeks, has had 
slight straw-colored (serosanguineous) bloody discharge of about 1 or 2 
drops daily from the right nipple. The patient is otherwise in good health. 
Thorough and repeated examination of both breasts did not reveal per. 
ceptible evidence of any mass, tenderness or discoloration. Neither nipple 
is tender. The breasts are of the same size, and both nipples are normal, 
symmetrical in shape, location, direction and tonus. There is no distortion 
of nipples either singly or in comparison. Palpable nodes were not observed 
in axilla, neck or sternal area. The right nipple is slightly larger than 
the left but always has been so. There is not any so-called orange peel 
or pig skin sign in the skin about the nipple or anywhere else about the 
breast. The secretion has been too scanty for cytologic study. | contem- 
plate having roentgenograms made. What more can | do to make g 
diagnosis of presence or absence of cancer? | would not know where to 
obtain a specimen for biopsy, and | still feel that | have time to search 
for a diagnosis before considering sending the patient to a hospital for ¢ 
radical operation. She has not lost weight. Could nipple secretion at this 
age (patient still menstruates, but somewhat irregularly) be endocrine in 
nature? | consider the patient to be in the climacteric. A slight amount 
of the nipple secretion gave a positive reaction for hemoglobin. There is 
no history of local injury or trauma. M.D., New Jersey 


Answer.—Unilateral bleeding from the breast is always a 
problem, especially when a mass cannot be felt. In the past the 
danger of cancer in such a situation has been exaggerated, 
and we now know that only in a minority of instances is a 
malignant change in the breast to be feared. When the nipple 
is normal usually the bleeding is from intraductal hyperplasia, 
which tends to be multiple in location and which may not become 
prominent enough at any one point to produce a palpable mass. 
Occasionally careful milking of the breast with a finger from the 
periphery to the nipple will reveal which duct system is 
involved. This segment can then be excised. If localization 
is not possible, surgical exploration of the subareolar region has 
been recommended by Haageson. However, as the inquirer 
points out, where to look is a problem and a thorough explora- 
tion may yield negative results. A more feasible plan is to treat 
the affected breast with fractional irradiation for a total of 
1,000 to 1,500 r. Such therapy usually dries the secretion and 
arrests the hyperplasia. Of course, periodic examination of the 
breast is advisable thereafter. 


ALOPECIA 


To the Editor:—Can you offer anything new in the treatment of alopecia 
totalis? The usual therapy has already been tried for my patient with 
disheartening results. My patient is a man aged 34, otherwise in excel- 
lent health but showing areas of loss of hair from the scalp, both eye- 
brows and eyelids, the entire face and parts of the extremities. 

Jay Elliott Arliss, M.D., Brooklyn. 


ANswer.—The duration of the alopecia is not stated, and this 
is an important factor in the prognosis. The longer the dis- 
order has been present, the less likely it is to yield. The patient 
is arriving at an age, too, when the results from treatment 
become less favorable. This patient’s loss of hair should not be 
classed as alopecia totalis, since the fall is in areas only. The 
presence of some hair is the bright spot in this otherwise bleak 
picture. Practically all local remedies may be classified as 
stimulants, such as cantharides, antiseptics, such as sulfur, and 
reducing agents, as exemplified by chrysarobin. The physical 
agents probably act as stimulants, too. The faradic and galvanic 
currents and ultraviolet rays are in this group, although the 
latter modality possesses oxidizing powers. I treated 2 young 
men with intractable alopecia areata lasting many years who 
subsequently got well spontaneously while in the Army during 
the recent war. One wonders what factor or factors were 
responsible for these happy results. 


DONOR DISQUALIFICATION 


To the Editor:—Should donors be rejected for any of the following reasons: 
(1) history of severe injury during the last war, necessitating plesme 
(presumably pooled) and blood (banked blood?) transfusions, either from 
American or German sources; (2) history of having been, during the wer 
in the South Pacific, Africa, Sicily or Italy; (3) history of 
infectious hepatitis with jaundice, three years or more ? Is there 
evidence that the virus of infectious hepatitis or homologous serum joundict 
persists indefinitely in human beings? M.D., Pennsylvania. 
Answer.—l. No. 2. No, unless there is some evidence of 

malaria. 3. Nothing is known about the survival in vivo of a 

virus of infectious hepatitis; consequently, a definite history 

jaundice attributable to infectious hepatitis should permanently 
disqualify the. donor, unless the blood is used for the production 
of plasma and an ultraviolet irradiation apparatus 1s available. 
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